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(54) Title: ANTI-TUMOR AGENT FOR MULTIPLE MYELOMA 

(54) iiBja)€i*: ^m\t^Mm.{zi^-r hmmmm 



(57) Abstract: Disclosed is a pharmaceutical composition which can exert its effect with higher efficiency on a Uving body having 
at least one cell selected from the group consisting of a cell that over-expresses FGFR3, a cell that has a t(4;14) translocation and 
a cell that expresses a mutant FGFR3. Also disclosed is a therapeutic method for the living body. A compound represented by the 
general formula (I) or a pharmaceutically acceptable salt thereof or a solvate of the compound or the salt can exert its effect with 
higher efficiency on a living body having at least one cell selected from the group consisting of a cell that over-expresses FGFR3, a 
cell that has a t(4;14) translocation and a cell that expresses a mutant FGFR3. 

(57) *S§BJ(DiiSli, FGFR3^igflJf§iiLTL^-5jfflfla, t(4;14)|EM LfcfflflSfc J:t/^mi2FGFR3^flS LT L^ 

fzit^tii^(Dmma<tint. FGFR3t:^m^mLxi'^^mm. t(4;i4)teffiLfcaaflS*5cfcr/3ESi^FGFR3$fiSLTLN 
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5 i^m^m 

m^j^zsmt^mmm.f^<^(Drzsb<D^^m(Dit'&^izm'r^h(Dx$)^o 

Sfc>:*:^0^U>2^^BJ(Z)'fb'&*^^-^Wr^,#^14#iiJ» (multiple myeloma), 
15 ^Dfe^S (bladder cancer) , ^^^-1® (cervical cancer) Jk-^ i&l^ 

(hypochondroplasia) , ^'WMf^^-^'f^ (achondroplasia) , g!j^'l4#Sfl^J5£5(£ 
(Thanatophoric dysplasia (TD) ) *3cfct)^#SJ^^;^ (skeletal dysplasia) 

20 it^miZM'^^hCDX^^o 

^ti. *^Hjtt. ¥G¥nm.mMizm-r^^<Dx$)^o 
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0 Id' > \< mWHZ ^ . FGFR3 y-r-7Uii-i/3 > (dimerizatipn) ^^ZS^ 
Pi>>cD^eU >^lb (autophosphorylation) ^^l^^^fo FGFR3 tt, B-cell 

mmx^(D ¥G¥n <Dj§im^mit. ^^tt-tfim. (multiple myeloma), mmm. =?■ 

-;^>#%.'l4#SIIH(Da#{3 43ViT,FGFR3 ®^^(Y373C, F384L. K650E, K650M) 

10 -^m^-^nxi^^^. ^7t, FGFR3 (DiSffifb^StCct DUSc^Stt-fbT^^'tg^S^n-g) 

^sSli^Dfe^S (papillary bladder cancer) <Dm 50 XtCiSl^T. 
FGFR3 (D^Sv<;^^.a6e>n'5^i/{>^^$B^^nTV^^. ^ 

15 ^KMtC43l.iT> FGFR3 (S249C) 3{?^^ISi6^nTt^>'§) o • 

^Tc. FGFR3. cD^M«, ^'^i&m^m. ^'^m^^±m. Mcm^mSim^^. 

$e>{C, FGFR3 (©^m (G380R) T^^i^H e. nx -5 < ^ 

5) " ■ 
o 

20 FGFR3^:h-iftS'f42rlsa:-r^i^M (J!^T, rpGFRS ISSi^Kj ^:^^^-r -SJ^-^;:;^' 

^-5) SU5402 43=fc;r/PD173074 FGFR3 ^i^^Jfgli LTV^^^M 

S/z, FGFR3 CHIR-258 JS. FGFR3 ^iiiSJ^^ LT 1/^-5^ 

25 m^nMm(Dmm^j:zs^^m?Gns ^i^mmmi^x\^^^^m-^nmm(Dmm\z 

MVX. in vitro ^J^n in vivo {3*3ViTiMflaiimifP^J^^I^^:i Lfc^l i/O^^^ 
^^nxVi-S Sfe, CHIR-258 FGFR3 bT Vi^^14#f|ll<D 

iMfla*5J:U:^^M FGFR3 ^jig^J^^l LT Vi^#^tt#ifiMc^*IBflacfc 0 'fo^^M 
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t 

$ e>tC, FGFR3 mStlKTS^ PKC412 ^MaS^^fiT >:/ -fe-f (cell viability 
assay) \Z^\.^X. ^^'l4#fiffi(D^fla^ (OPM-K LPK KMS-II) (D^^m^^U 

S7t, FGFR3 \zn:t^ RNAi ^^SM FGFR3 ^j^iiJ^ig LT -5 ^^tt-g-MIl 

I • 

Z.(D^6\Z. FGFRS iaWi^Mt^, FGFR3 $ri§*J^31LTVv^i^fla, t{4:14)teJ^ 
Lfc:M!l&43j;t;c^S^FGFR3 ^^m^X\^^^mmt^^t^^mt^ibm^^tl^'Pis. 

_/7 p □ _ 4 _ pyp ^ y y ^ / ^ y ^» - 

20 ^ h^i^- 6 - + y u >;^;i/#=irit5 H*3 FGFR3 iaststt 
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(6) British Journal of Haematology. 2004. 124. 595-603. 
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ffli^^MH 0 2 / 3 2 ,8 7. 2 > 7 1/ >y H 

m}^yjkmm2 004/Q80462 ^/\°>:7 h 

2005/063713 ^/t >yUy h 
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20 m^'i^'^i^m^^ioxzsmmw^m.f)^ibu^mfi^^m^-^n^^pu< h^-"Do:> 

m (DM I'MT ^ y^m^mi^T^^ HZ $>^. 

25 xm^n^it^m. ^L<\^^(Dmm^ff3izn^-^n^m.. ^rz\^^n^(Dmm 
mw¥G¥u ^i-—\fmmm^^mT^^t^Rii!,Lrzo ^lt, -^1^ (o t 
m^n^it^m. hi.<\i^(Dmm^miznm-^n^m.. ^rzu^en^o^mm^a 

mt. FGFR3 &j§Sm?iLTVi^*fflfla, t (4:14)teJ^LfcfflBS43=tr/^mMFGFR3 
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•i^-SMffi. mmm. 'f-'^mm. w^-^i&mf&m. ^nmt^^^'j^. 

*HJ3S4'<D FGFR3 (D^^ft, t (4; 14) feJ^<D#il^ cfctJ^ FGFR3.(7)'^M®WSS75^ ^ J^C^ 

10 di^^mufdc 

( 1 ) FGFR3 ^-ji^J^iKLTt/i-SSIHlia, t (4; 14) fej^ b/!:iMfla*3 FGFR3 

(2) (I) T^^n^^b^^, t)b<tt^®^M^wt3rF^$n'5JS, ^ 

/i tt ^ n }^ «K $n ^ ^ S # ^ -14 # M M f c -r -g) 2^ c 

(4) YQYU ^mmm^VX\^^^mm. t(4;14)feJ^L/cMJia43ctt/'^SMFGFR3 

(5) (I) -e^^n-s^b-^if^, feL.< ^ 
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(6) (I) rm^n^it-^'^. < it'tcDmm^mizn^-^n^m.. ^ 

^mmLxi^^mm^^^tii^^^^^m$i-^n^{i^u< t^-'D^'^ts^i^iz 
Mvxi&^-r^rzib(Dmmmf^m(Drz(sb(D—^^ cd xm^n^it^m. t 

(11) ^m\^nMmizif:it^ihmm<Drzib(D-^^ (o -c^^n-s^t^^^, =fo 

(12) fl^^MiM, 'f-'^mm. w^nis^mf^'^. ^Mmi^^±'&. ^^^^rnrnt^^ 
^mm(DTci^<D-^^ (I) xm-^n^it^<^. hv<it^(Dmm^^izn^ 

25 (13) mm^(D¥G¥U t (4; 14) feJ^®W«i43=t;t/ FGFR3 
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(16) ifflliS'fco FGFR3 (D^ig», t (4; 14) feai(75W4t|*5=t: FGFR3 cD^McDW^ 

^81 In #j M L T j« ^ ^ '14 ^ ^ -r s # ^ jI ^ -r -5 ;^ o 

(17) mm^(D ?G?n (Dmmm. t(4:i4)i^m(Dmmiij^zs¥G¥u (Dmmo:>mm 
^^^u^m^^?>m^^n^(>u< th-—D^m\^'r^:iiiiz^r). (i) 
nm^n^it-^!^. hL<\t^(Dmmmmiznn^n^m.. ^rcii-i^n^(Dm 
mmmizMt^m^^^^mi^. m^ti^^^^iz^r}m.m^^mt^yfmo 

(18) mm^<D FGFR3 t (4: 14) teJ^C0#M43cfc?^ FGFR3 (73^ScD#4s 
FGFR3 ^j^^J^^LTt/i-Siafla, t (4: U) ^mLrcmm^J:U^^m FGFR3 

^f^zL^^ts. (I) xm^n^it^!^. hL<i^^o:)mm^miz 

(19) mm^co¥G¥u (D^^m. i(A;w^m(Dmm^^zs¥G¥M (Dm^(Dmm 
^-^^ (I) xm^n^it^!^. tjL<it^(Dmm^&oizt'i-^-^n^m.. ^ 

(2 0) m^<D-^^ (I) T^^n-S^b'&^J, L.< tt-eco^fi^e^t::l^^$n 

^m.. ^rzi-t^ni^(Dmmm^\zM-r^m^^(Dn&^^m\T^fz!sbiz, mm 
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1 0 A#^§i^^7=-Pli^»^.«iJ*-r'g)o) -e^^n^m^.si^T'S ; 



vaiivai2 (^cfi, v^^Mi, tKSM^, a^S^WLTi/^Tfecti^c i_ey;i/ 
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15 



20 



25 



Jl^Jim.' KmS^W LTV^TfectViC 2-67;U^::i;US, SmS^WLTV^T 



w 





BMS^WLTViT=6J;ViC 2-7 7'>>'l-S*;^c««^S^#LTViTfcJ;Vi 

C2_7 7;H3^vi7;i/jl^^;i/S^.si*T§ ; 
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(.2 1) mu<D-m^ (I) T-^$n§fb^#/. fcL< «^®^fi^^tcrF^$n 

(2 2 )FGFR3 ^jg^J^3^ LTVi§$B^Jia^ t (4: 14) fejffi L JtMfla43=kCJ?^MM FGFR3 
Ml^T^^T^rofXD. 4- (3 -i5'Pp-4- (>>^ nyn t:°;i/y ^ 

15 (23)4 - (3-i^PP-4 - pyp t!;i/r ^ /;^7;P4^— ;u) y^yy 

(2 4) 4- (3-^'PP-4- ii^^ nyn\i)U7 ^ y tlJU:^=^)l) T^jy 
20 x/=»^-» - 7 h^v- 6 -4/ U >;^;i//i^4^+t-5 H> t) L< 

(2 5)FGFR3 ^i§^J^^ LTV^^iBflaa (4; 14) $aJ^ LfcSMflS^S J; tJ^'^^M^ FGFR3 

^^LT4- (3-^?PP-4- (i>^ P^P t:;UT5 y ;^;Wjj^z:;i/) 
i/^->) - 7 -y V- 6 - + y U >;^;i/4^ + -t^5 H\ feL<(l-^(D^Jl 
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(2 6) 4- (3-^nD-4- ('^^ Q^uiijur ^ y 7^yy 
(2 7) 4- (3-^DP-4- ('>i^7 nyn t°;i/r 5 y ;^j;i/4^-;i/) r^yy 

( 2 8 )FGFR3 ^i^^J^li LTVi-SMfl^, t (4: 14) fej^ L/iiB)}a*5 FGFR3 
*f LTg-%--r^fci(e)(7)E^m^tlcDM3tcD;t)0(D 4 - (3.-^7PD-4- (-> 

v:? D^o If 5 y ;^;i/>-i^-;i/) T5 y y'xy =t^>^) - 7 - y H^'>- 6 -4r 

y u >;^ji/3i>+-y-5 h\ ^\^<\i^(Dmmmm\zf^^-^n^^. s^c^^ne, 

(2 9) #^tt#ilJB(C^-r'g)?&i^^J(^$S3t(D/!:4?)(^4 - (3 - ^ D n - 4 - (-> 

D^p tf;i/T^ y ;i/) T^y:7xy=irv) - 7-yh^'>-6-4^ 

(3 0) mwtm. ^Kssffi. #:'H'fg?^fiK^B£, ij^-i-j^^^ife:^, 

i^'^M(Dmj^(Dr^(i>(D 4 - (3-^PP-4 - (v^ p^p t:;i/T5 y 
^;i/) T^y^xy + v) - 7 -y h^i^- 6 -^y u >;^;ujj^+-!t5 H\ 

(3 1 )FGFR3 ^j^mmm.Lxi^^^mmA(4;\4)^mLrzmm^j:.zs^^m¥G¥n 
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uif)iT 2. y tiJi:t^-j\,) 7 2 y y j^y ^iy) - 7 - ^ .h + '>- 6 -^y U > 

5 . (3 2) 0m^nmmizM'r^'i^mM<Drci^(D 4- o -^uu- 4 - (i>^p 

•/u\f)U7 2 y tiju^-ji) 7 2 y y j^y ^i^) - 7 6 -^y u 

(3 3) mmm. ^'^mm. ^n^mi^m. i^.nmf^^^'^. m^^ni^m^m 

. mmM<Drztp<D 4- (3-i^qn-4-.(>'iJ7Dynt:;i/T^/;^>;W7j^— ;u) 
y5y:7xy^~» - 7 h^v- 6 -^y u >;^7;i/4^^+)-5 h\ feL< n 

(3 4) ^fflflapfJ© FGFR3 (D^]KM, t (4; 14) feJ^OWM^feJ: FGFR3 <D^M(DWil 
15 75^e.;^j:§^36ie>atR$n-2)^j>7^i< LT, - (3-^. 

□ p-4- (s^^ t°;i/T5 y ;i/) ■r^y>'a:y^^>) - 7-y 

h^v- 6 -^y u >;^j;U/i^++>-5 hL<\t^(Dmm^^izn^:^n^^. 
^rzit^niE3(Dmm^^izMLxmm^iix$>^A^^^^^^mr^:f3mc ■ 

(3 5) mf^^(D FGFR3 <7)^^a> t (4; 14) fe^(DW*i4o FGFR3 (D^^<DmM 
20 ;5^6/j:§S^?0^e>MJR$n^^i>;^cj:< i fc— ^ t^-^tf,. 4- (3- 

/7DD-4- (->^ pyp fc:;i/T^ y ;^;u4^:^;i/) T^y^'^y + v) - 7- 

25 •A^^rji^m^^'hmR^n^{i^u< t^--::)^m^T^z.t^^ts. 4- (3- 

/7PD-4- (v^ pyp t°;i/r 5 y ;^;i/4^:i;i/) 7 2 y y j:. y -7- 

yh:^>^-6-^yu >ti)i^^^-^^ H\ h L < it^cDmm^mizmm-^ti^ 

^fzi-^^ni^<Dmmna!^izMi.rmm^\^^^tmm^mwr^:fjmo 
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(3 7) mM^(D¥G¥n (D^mm. t(A;U)^m(DmM^J^ZS¥Q¥n (DM^(DmM 

A^^u^mA^^miR^n^(>tii< t^-'D^m\^T^^^^^t^. 4-0- 
/7PP_4_ ('>/7 t:;i/7 5 y y ^ y 37^:7 ^^>) - 7 - 

(3 8) mm^(D¥Gfn (d^ma. i(A:U)^m(Dmm^j^zS¥Q¥u (D^^(DmM 
^^ibtii^m'^^^m^-^n^:>u<t^-''D^m\^'r^^iiizj;r). 4- (3- 

(3 9) Sfflliaff CD FGFR3 t (4; 14) teJ^cDWM^fe J; FGFR3 <D^^®^4(e 

FGFR3 ^jlPJ^3^LTli-2)*fflfla, t (4: 14) feffi Ui^^fflflgcfe J: O^^^SM FGFR3 
^-r^Ch^^t^. 4- (3-i^PP-4- ii^'!^ aya\i)ir ^ y tiJ\^^=. 

ji) Tsy>'iy4^->) - 7 -y H^'>- 6 -^y u. >:^;i/4^4^:ti-5. H\ feb 

(4 0) ifflfl^ft'CD FGFR3 (D^M», t (4: .14) feJii(^)WM43<:fcL^' FGFR3 (D^^<D^m 

^4- (3-^PD-4- u'y'a\^)i7 ^ y 7 ^ y y x. y 

- 7 -y b^x- 6 - + y u H\ feb<«^®Sii#w 

(4 1) a#cD4- (3-^PP-4 - (->^ P^P t:;i/T^ y ;^;i/5}^zi;i/) t 
^y7a:y + i/) - 7 -y h^v-- 6 -^y u >;^;i/4^4^it5 H\ fcL<«^ 

^fi]-rS/!:86{3, ^Mai#fi5fe(D?fflflScf (7) FGFR3 (D^mm. t (4; 14) feJ^cD W 
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(42) 4- (3-^PD-4- P7°p tf;WT5 y r^/y 

*^BJtCj;0. FGFR3 ^i^^J^mLTVi^iaaa, t (4; 14) feJ^ U/iMfla*? 
10 -So'. 

r Tit t5 -fe » *^HJ 0 , FGFR3 ^i§^J^ii L T ^ TO. t (4 : 14) fej^ L 

Hu IE ^ #: ( c L T * ^ ^ © ^ t) ^ w » ^ # -r ^ ;i i ^ 4t m i -r )^ a © ^ 
j^K)mmiz\t. :^^m(Di[:'^<^^(Dmmt. mm'=¥(D fgfrs (Dmmm. t(4;i4) 

25 $Ej^(DWIi43d:U;FGFR3 ^>^cC'g)S¥jO^ '=>M^^n'&^>7'j: < i fe-o 

14 
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nicmu. 0^m^i^x:^mmmizm.^jhtsh(Dt'r^o ^tz. :^mmm\t. 
10 m9cm^m(D&mtf.ii^ B^m^fi'nim JP2005-337772 ^:s:t>'^isiKi±iig 

.US60/803,450 (7) ^ ^ F^I^ ^ -a^T o 
( 1 ) FGFR3 

15 ■:^mmiZ^\^^X. FGFR3 t\t. gB^J#^ : 2 (GeriBank -fe u/ a :. 

. NM_oooi42) xM^n^y ^ ym^m<D 0-^^ 23 ^E^^i^mmWr^ (D7 2: /m 
gBj^ij (SB^ij#-^ : 3) Lm-'^rz\tmmmizm—(D7^ymMm^m'r,^-^'^^ 
y'^]^^^tsh(Dx$)^o rji^. m^m^ : sx^i^n^y^ y mmn^^^fji^ 

^\^t VX\t. ^JA«\ iB^iJ#^ : 1 (GenBank T^ir >7 v-a >#-^ : NM_000142) 

25 mnm^ : sxm^n^ys. ym^^^^\tmn&^izm-<D7^ ymn^M^^T^ 

4^U^y^ Fi: LT^l, ^J;^^i\ TIE (a) ~ (d) i^rji^mJ^i^mi^^n^ h 

(a) gB^J## : 3T^$n^T5y^SB^J^'^tJ#U^7'^ h\ 

15 
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. (b) m^m^ : 3 Tg^n^T^ y ^Sa^iJ^C^ViT, 1 SfcfiMM.C^JAti, 

a^-tt(cj:0'^^$nfcT5 y^@B^ij^^^> 't^-D. FGFR3 ^mnmzmcm^ 
5 (c) ea^ij#^ : 1 T-^^n^j^aea^ij io6#a75^e>^ 246o#a(D3^M^ij) 

FGFR3 i II M W iwii; j§ ^ W f # U ^ y 5^ h\ 
(d) aB^J#-^ : 3 T^^n-Sr^ y^BBJiJfCMLT 9 0%jB>^±, $7SL<tS^9. 
10 5 %£A±. J: L< fi*xl9 8 %i^;±<D|W|-"l4 (ffil^ttiiVi^J^-^.t)*^) ^ 

d^-e, rpGFRS i*Ke^(3|W|i;fe'l4^Wr^J t.\-X. U:^*>F FGF 
m\ <htS, mPL\^. 'J;tf>H.(M^«\ FGF^ct^) f)^^^^\.t;zh^\Z^\^^^-^ 

h^mmp^i^^'r)V(o^mt(DU&ii^. sa?ij#^ : sT^^n-sT^yg^sa^y^o^ 

mPL\t. FGFR3 <^U FGFR3 U >^{t}C^Hf ^ Raf, MEK. ERKl *5=ta^^ERK2 

(D\)ymit (Blood. 2001, 97. 729-736.). phosphat idyl inos i tol 3 kinase (D 
25 ^) >m.it. Akt <D^J>mit. phosphol ipase £-r(OV>m<t. inositol 
1, 4. 5-trisphosphate (IP3) <Z)J^J!jp, diacylglycerol (dhG) (DmmUE^^m^f ^tl 
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SB^ij#^ : 3Tra$n^T^ y^aB^'jfc*3ViT. i^rz\-imM m^it. i 

(i) SE^iJ#^ : ST^^n-Sr ^ y^lH^iJ'^'© 1 ~ 9fS (^J^«\ 1-5^0. 

10 SL<tti~3fi, cfc«5$fSL<«i~2fS,. $e>tc:$fSb<«i^) (DY^y 

(iii) SB^J#^ : 3 T'^^ n-S r ^ / ^BB^ft'CO 1 ~ 9 j@ m^i:£. l -^5m. 
15 (iv) ±sS (i) ~ (iii) (Da-^-artCck D^S^nfcZ^ /^SE^J, 

20 zzn'. 7^ymo:> r^ipj ti, mm^^izy ^ ymnM(D-"Di^±^^^m^n 
Tz^m^Mf^i^. f^jptcti, y^BE^ij® inters y^?«7&H^iio^nfcfe© 

25 «^CDT^ ym5^^StC^;^^>n/t^M^.siJ*f -So ^icDct -ST^cCSmf^ct D FGFR3 

17 
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PCT/JP2006/323881 



mp^^t. #^147 ^ y ^ (Ala. He. Leu. Met. Phe. Pro, Trp, Val) > 
r^y^ (Asn, Cys. Gin, Gly. Ser. Thr. Tyr) , ^ttT^/^iAsp. Glu), mm 
'j47^y^(Arg, His. Lys) . 4"I4T 5 / ^ (Ala. Asn. Cys. Gin. Gly, He. Leu. 
Met. Phe, Pro, Ser. Thr, Trp. Tyr. Val) , JSI^i^T ^ 7 ^ (Ala, Gly) > ^^^feT 
5 5 y ^ (He, Leu. Val) , t: H P + vT 5 y ^ (Ser. Thr) , T ^ KMT ^ 7 ^ (Gin. 
Asn), ^^iT ^ ymiCys, Met), ^ 7 ^ (His. Phe. Trp, Jvi) . mmm 

^r^ymms, Trp), ^.^ymifio, 4Hyp)^{c^Mf ii^^^T^^o 
m-ox. m^i^. $m^7 ^ ymm±. $>^^^mmm^7 ^ ymm±-vm^ 

^^±^Z±mf^l^\^^o ^T*), Ala, Val, Leu 43 J;tJ^ He OTbI, Ser 43 J:^ Thr 
10 (Dm. Asp 43J:D? Glu ©r^l, Asn ^Dctt/ Gin (DTbI, Lys 43c): t)^' Arg cdTbI, Phe 43=fc 

■ h u>i^j;>h7^c£^^TTVN'f yuy-rx-r'5^l^u^i7^:t5^ F^c=t^3 I3- 
F$ns3^^u ^^5^ F-e$>^T, FGFR3 tmmmizmcf^^^m-r^Ti^^j^':^^ 



20 kpT^^H itt, FASTA,, BLAST, Smi th-Waterman CMeth. Enzym. . 164. 

765 (i988)j u^cDmm^^m^yy x.7izj^<o . ^y^juh iwmm.^) (d 
/-^^ y-^-^m^^xmrn-LTct^iz. m^itm^m^ ixm~^n^m.m^^^i\ 

/tCClT,^ h U >vx> hT^cC^f+i LTtt. ^il^ti', r2xSSC,0. 1%SDS, 50°Cj. 

r2XSSC, 0. 1%SDS, 42t:j, rixSSC, O. 1%SDS, 37°Cj, =fc 0 7> h U >vx> h 
fJi^i^t LT«, ^1A«T2XSSC, 0. 1%SDS, 65t:j, TO. 5XSSC, 0. 1%SDS, 42X:j, 



wo 2007/061130 PCT/JP2006/323881 

ro.2xSSC, 0. 1%SDS, 65t:j m(Dm^^m\i^z.tii^'^^^o 

5 IB^iJ#^: 1 T-^^n-SiiSiB^iJ 106 # @ 6 B 2460 # g (D:^»Sa^J) IZ 

yuy-rxT-s^u k:t^,K<h bT«. m^i^. m^mn ix-m-^n^m. 
mnmi^ m #S/&\^m 2a&o ^m<Dm^mm) 1 9 0 %JtA±.$f ^ l< «9 5 % 

10 ^ \^-f)mH'^n^o 

BH^J#-^: IT^^n-Si^^iB^J (mi06#@;5^e>ll 2460 #@©Jt^»iH^iJ) {3 

:/U^WXT'5 4^'J Hi LTH, MPiit. BB^'J*-^ : i Xm^tl^m. 

• SBB^iJ 106 #B36^6m 2460 #g(D:^»BB^iJ) tC^SV^T 1 TtttMM («^J 

20 (i) BB^ij#^ : ixm:^n^m.mm^ io6#e 75^^11 246osg (73 :^s@a 

(ii) BB^iJ#^: 1 T^^n^J^SBB^'J 106 #g;^)^'im 2460 #@ (DJ^SBB^iJ) 
1 ~ 9flil m^iit. 1-5^, iff S L< 1 -3<@, cfc L < « 1 ~ 2<ei, 

25 ^ S L< « 1 ffl) (73;fefe^7&H^J!lPLfcJ^SaB^iJ. 

(iii) BB^'J#-^ : 1 n-smSIB^iJ^" 106 2460 #g (D^S 
BB^'J) (D 1-9 in mAI/t. 1-5^, L< «l -Sjgl, J:0^if*L<«l 
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. (iv) ±ie (i) ~ (iii) ©m-^iifCct O^S^tlfc^SSe^iJ 

m^n^ (Wilbur. Natl. Acad. Sci. U.S.A. 80:726-730 (1983) )o fficDtf 
^trtS, rtilScDV^ hT^j-g) BLASTCAltschul: J. Mol. Biol. 215:403-410 (1990)), 
FASTA(Peasron: Methods in Enzymology 183:63-69 (1990) ) d iiT^^T: 

10 #-g)o 

(NCBI) ffi |WH4 r rf U X i:. BLAST (Basic- local alignment search tool) 
http://www. ncbi. nlin. nih. gov/BLAST/(c:fet/iT7^'7 N (^BM^M) 

*^§^tC43(/?T, FGFR3 mim(DmmM¥GfU ^^t^h(DXSb^. 



• (2) FGFR3 €j§*i^^LTVi^*fflfla 

" *3^B^tC43ViT, FGFR3 ^iiS^JMii LT -SMflSi tt, 0flA«\ lE^mmiZlt 
20 FGFR3 ;i^^ffi^S^igLTVi^)NBia^^^f -SC: iT^^^T^^c *:%BJtC^ 

ViT, FGFR3 ^al^l^:^LTVi§iSBflai:ii, ^Jx.tS\ iE^ifflflS It T FGFR3 
1. 5f§J[^±. ^?Sb< H 2 igJW±, Oiff S L< « 3 {g)^±, ^^t3$F^b<«4 

lE^^JrWilifflfla^. FGFR3 ^ t /v ^ \^^Ul^tzib (Nature 

25 Genetics., 1997. 16, 260-264. ), #M$fflflatc43t/iT FGFR3 ^^^'^ttl^ni^c^^-g-tC 

St^:, FGFR3 (DmmmMit. 'i^m(D t (4:14) feJffiL/ii5)3a(c43ViT, iSMStC 

^^n^ (Nature Genetics. , 1997. 16. 260-264. )o 

20 
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¥Gfu (Dammit, mpiit. mm\zm^t^ ygyu (D^>n^m^^zsy^rz 

^Sttl^?*. ^Ji7.j^>'/n^yh. :7P-+t-H' h U ELISA. UkfSiE), 

10 mRNA <7)SiJ^H, 0jJ;lli, in situ /N-T y-rHf-'>3 >, J-^y^ 

o hMtff> DNA T-r ^ nr k-r V RT-PCR /J:i:cp;^?i75^^$)frf en, $f*U<tS 

RT-PCR;:>^'$>^f e)n'5o .;ine©;^?£«, stitc^A^Viff -5 -ichjo^'T^-So 

(3) t {4;14)feffiLfciNflflS 

15 ;*:^Hj(c43ViT, t (4:14)teJ^L/!:«IBISch«, i4Q32 ©^jS ^^o >^ U >fiMil{5 
. ^(IgH)i 4p 16(7) FGFR3ae^<i: cDteJ^^^C L/!:iaBflS^V^e> (Nature Genetics., 
1997. 16, 260-264. )o 

• t (4;14)teffi(D^4SH, ^JAa\ PGR, RT-PCR, mTtin situ /v-f :/ U y< if- 
'>3> (FISH) 7^j:<i:(73;^^£tCcfcD)lf^lTf '5C<i:7j)i'T-^'Sc <ine.®;^ritl, Sffi 

m^jm. ^M^zmm. ^jLT^^y-yuv v. -yu-^-{V:^v')-\ elisa, ria 

25 :*:^0^(::*DViT, t (4 : 14) feM L 7:riifflfla«. 0 ^ L < «#^'l4#iim(^lfflflaT 

(4) ^MMFGFRB ^^^LTVi^^fflllS 
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:^mmiZi5\,^X. '^M^FGFR3«, FGFR3 CD T ^ y ^BB^J. MPiit. 

mmh L < «MJ!]p$n, ^r:iii^n.^ <Dm.^^t)it izj: K) ^m-^ ntz7 ^ y mm, 

^iJ^^tfzt^U^:/^ HT-fe-^T, FGFR3 chUKfl^tClWI C^gt^^^f-ajj^ U ^7°^ 
5 K^^tf§^i75^*T#-So ^T^c. '^S^ FGFR3 ^ff^L<«, I^^M® FGFR3 
©T^y^SB^iJ, ««J;^ti. iB^'J#^ : 3 "eS^tl^ T ^ y ^BB^'J© 5 / — iHcD 

I 

^mm¥G¥n\t, m^it. tib (i) ~ (ix) TS^n^BB^j^-^tf^j^u^y^^ 

(i) BB^|J#^ : 2 -e^^n-ST^ y ^BB^iJO-5 -^, 2 4 8 #@ (DT;1/^ — >75^ffi 
(DZ.^y^, 0^U<it^-yXy=-'i >izmm^nrz (R248C) Z^y^BB^U (Nature 

15 Genetics.. 1996, 13. 233-237.. Br i t ish Journal of Haematology. . 2001. 114, 
. 362-364), ■ . 

(ii) aB^iJ#-^ : 2 T-^$.n^7^ y ^BB3^J(De» 2 4 9 # @ (D -fe U. > t!?^ (7) 

y^ym. tff^L < it xy^-^ >izmm^ ntz (S249C) r^y^SB^y (cunicai 

Cancer Research. . 2005. 11. 7743-7748.. Human Molecular Genet ics. . 2005. 14. 
20 1153-1 160) > 

(iii) BB^iJ#^ : 2 xm^n^YS. y^BB^'JO^ "^^ 3 7 0#@(D^^U iy>7^m 

<D7^ym. ^^f s L< tt>-x7"-r yizmm^nr^ (G37oc) y ^bb^ij (ci inicai 

Cancer Research. . 2005, 11. 7743-7748., Human Molecular Genet ics. , 2005, 14, 
1153-1160), 

25 (iv) IB^iJ#^ : 2 T^^n^T^ y ^SB^iJ(D5 3 7 1 # @ U 

7^ym. $f s L < «->x^<>tcei^^n^c (S37ic) r^ymmm (Human 

Molecular Genetics.. 2005. 14. 1153-1160), 

(v) B3^iJ#^ : 2T^^n^T^ y^BB^JcD^-^, 3 7 3 mm(D^u >^im(D 

22 
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f^ym. L < «'>X^^ >tcB^$n^c (Y373C) r^/m^m (Nature 
Genetics.. 1997. 16. 260-264. ), 

(vi) SB^ij#^ : 2-vmi-^n^7 ^ ymm^i\<D^t>. 3 s o#@cd^u ->>7:>^^ftfi 

(DT^/m, * L< «T;i/=\^n>tce^$n7^c (G380R)T5 /m^m (Nature. . 
5 1994. 371. 252-254.), 

(vii) SB^iJ#^ : 2 T^^tl-ST^ y ^iB^iJ(D'5 3 8 4^m(Dy ji~)iy ^ 

->'^^m<D7 5. /m. $f * L <,«n-r ~>>t3Hife$n;^ (f384l) r^y^iB^j 

(Blood.. 2001. 97. 729-736. 

(viii) iE^iJ#-^ : 2 T^^n-Sr 5 y®!iB^iJ(7)-5*.. 3 9 1 # S (DT ^ zi >7:>t 

10 m(Dr5:y.m. if ^lk i-^.^ji^ ^ >mizmm^ ntz (A39iE) T^/msB^j 

(Clinical Cancer Research.. 2005, 11, 7743-7748), 

(ix) BB^>J#^ : 2-r^^n^T5y^S3^'JcD5 *., 6 5 0#a(DU >^>7^)^'^(D 

(cmM$n7:!:(K650E,K650M,K650Q ^/iti K650T) T ^ / ^gB,^iJ (Nature Genetics. 
15 1997, 16. 260-264., Human Molecular Genet ics. , 2005,. 14, n53-ll60)o 

mrc. '^S^FGFR3«, BB^iJ*^ : 2 iCfEm^tlfcT^ / ^gB^iJ(C43V^T, ± 
Sfi(73 (i) ~ (ix) iZ^tmm^'J^tjiK ifc-^-atife©, "T/ct^t., 3 H> 248, 
249, 370, 371, 373, 380, 384, Z9l ^^ZS 6^0 <Dr B: / ^ tJi^^A^ <bm^ 

20 <7) i i ^^-C-^ ^.Ma. «\ SB^iJ#-^ : 2 $ n T ^ / MBB^'J CO ^ "fe , 

5^ □ > t X ^ -I- > t c e ^ $ n ^ s ^ ^ ^ w -r ^ y 5 y m SB ^ij ^ # o 4^ 

U^y^H^S, FGFR3 tc^sn-5o 

i^^^SB^^L, '^^(Dmzmi^Lrc7j\^yT^^y hit. mmm(D7 B y m(D 1 

^^IB ^ ^ b , ic^ y ^ y mSB^iJ (3 43 tt -5 ^ M T ^ y ^ ^^ir:it^m 
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^nrcm^\t rR248cj tm:^^^^t^^^^o a^KDmrnhm^T^)^ . m^it. cid 
® 2 4 9#aco-feu >7&^vX7=--r >i3B^$n7'c«-&« rs249Cj (v) cds ? 

3^m<D^Uiyy:^i^^7.^^ >\zm^^tircm^\t rY373Cj (vii) ©3 8 4 
#@<D-7'x.ri;i/r ^ - >7&^'P-r >'>t3B*^$nfcJ^^ti rF384Lj t. (ix) CD 6 
5 5 0#=g(7)'J v?>>0^'^Vl/^^ >^{IgM$tlfcJ^.'&Ji rK650Ej 6 5 0#@(D 

I 

10 ^tc. m^m?Gvn tstS'fb^s^ fgfrs t&wslv^o ^si^-ft^SM fgfrs 

-r-S^S^ FGFR3 ^Vi-5 o 

t£'l4<b'^SM FGFR3 ti, M^ JS, Ttfi (a) ~ .(c) "e^^n^SB^iJ^^O^J^ U 
^ y ^ H <^ ^ -g) il, ch 7^)^' T # ^ o 
15 (a) BB^iJ#-^ : 2 T^^n-Sr 5 y^<D5-&, 2 4 8 #a.(DT>/I/^— >;5^^'>X^ 

. -r>(is^$ti/i (R248C) y^ymnm: 

(b) @2^iJ#^ : 2Tg$n^T^/^«^)t., 3 7 3 # S P > 75^; v X 7=" Y 

> nTt. (Y373C) y^ySESB^iJ/. 

'(c) BB^iJ#^ : 2 Tg^n^y 5 y^® 6 5 0 u v>7{;^'^^;i/^ ^ > 
20 miiSM^ti;^ (K6-50E) y^ymmmo 

Ui^. ±IB@B^'J«, ^J>3^T^D, iSttfb^SMFGFR3 ^cntcRB^f ^ t>(Z)T 
ttT^CViotStt^b'^MM FGFR3 « (a) ~ (c) i^A^ODfdlcD'^S^ FGFR3 o T J: (/ic 
FGFR3 cD'^mo^.^«,FGFR3 CD jt^s^gB^'J S/^c H FGFR3 ©Sa^i^i^Tfe -5 mRNA 

25 >?7^':t^i>5? ^ F^x — — 5^^— '>3 >^(Sanger et al. (1977) Proc. 

Natl. Acad. Sci. USA 74: 5463) fJ: ^^m^f ^ t-^^X'^ M^^tl iy- ^ 

^fz. ?Qfn (D^m<DmM\t. m^it. insitu A-i'>^u^-ri?-i^3>, y- 
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^yy'u^y Vm^. DNA ^ ^ uy > RT-PCR> SSCP-PCR (Single-Strand 
Gonforinat ion Polymorph ism-PCR) /ci:<i:c^:^&fc J: D^SIIfT'i) ^1 <h t>T-^^o Ctl 

^Tc. FGFR3 (Dmm<D^m\t. mA.\t. ^mit^my^m m^^t. /^^m.mit 
5 ^my^m. ^wzmHi. '^x7.^>yD'y h u-, elisa, ria 



10 



(5.) :^mm<Dit^m 



15 



( i - y^^Jim) , 2 - p< ^ji - 2 - y □ if ( t - y^^jim) . i - y 
20 ( n - , 2 (s -y^^juM). i -^y^jiM. 2 -^>^)im. 

2 3 - ^^)]/- 2 2, 2--j^^)V-i-'f u\i)vm. 

i-^^'>;i/S, 2-^^>';i/S, 3-^^i/;i/S, 2 i -^>^;i/S, 

25 3 2 -'^>^;i'S> 4 2 -^>^;i/S, 2-^^;i/- 

3-^>^;p». 3 3 -^>5";ps, 2, 3 i 

3, 3 - 1 2, 2 - 1 -y^ji/*, 2-x^;i/- 
i-y5^;i-». 3. 3 - 2 2, 3 - p< - 2 - y 

25 



10 
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I 

^^U>&. 1, 2-X5=-U>S, 1, 1-X^P>S, 1, i3-7'oe^>S, ^ 

a. 2-y5^x;i/S, 3->^5^x;pa, '^>T-x;i/a, ^^irx;u^/d:<i;/0^'$)tf 



15 2.~6iii(Dam4^.*;^tt^^M**c(75T;i/=\^x;i/S^.«i^L., Md^mtLXit. x5^x 
. ;i/»> i-:/n,tfx;pS, 2-yDh°x;i/S\ i-y^x;i/^, 2-y5^x;us, 3 

^p[2.. 1. 1]^^ \izy^a[4. 1. o]^y°^Jim. ti>'^P[2. 2. 
1] (y;i/3j^;i/x;i/S). h:>'^p[3. 3. o]:t^5^;i/S, \du^u[3. 
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10 



15 



20 



25 



5—1 OPTfeO, ^^tifiSc-r^M^^ft'f^ 1 ~5iEICD^7^P0^^-^>t-r§7f#i^t4 

I 

pu;!/^, ^7y'u;i/*, tf^v^u;i/a, >++i-yu;i/S, -rv^ 



(b) m^^^-r^l^^ff f:: 1 -2ffii(0^7"pjm^^#WL. 

(c) Hft-t^— filg-^^ l~2^^^TliTfeJ;<. 

(d) ^4'fC;^;i//J^x;i/S. 7.)Vy ^ :z.)V^^tz\t7.)V^:i.)V^^l'^3m^AyXUX 
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10 



15 



20 



25 



2. ^;i/4^un;us, ^:t^;i/At^u— i, i ->?;e-=^y^:t^ 

)VTi^^j-)im. :t+->^-;i/S> :^4^-ir^-;i/S, h^h hp:7U;I/S, s^'^t^v 



-5 



r3~i QM#^^#i^^7^Dii^»j (DnmtMtLx\t. ri^^)zy:=.)vm. r^f. 



h=^S/X. 1 -yp:i}?=t^i/» (n -yp4^^^>-a). 2 -yp#+i>* (i -^P^i^^t^ 
2 1 -yp#^S>S. ( i --/h^^i^-S), 2 2 -:7°P4^ 
^v-S (t-:/h4'>S), .l->^h4^->S (n-7>^:>S), 2-:7>^>'S (s 
-yh^v*)^ 1 -^>^;i/^^'>», 2-^>^JU-t^iym. 3-^.y^)V-t^'^ 

2 1 -•7'h4^v*, 3 1 -y h^^^S. 2-^^;i/-2- 

yh^xS, 3 2 -y h^~>S, 2, 2 1 -yP/}^^->S, 



2 



>^;p^+i^», 2 2 -^>^;i/:t+^>», 3 2 -^>5^;i/:t 

3 3 -^>^;^:t^^>-S, 2, 3 i h+i>S, 3, 3- 
1 -:7>^^v*, 2, 2 ->?^^;i/- 1 -y'^^v'S, 2-x5^;i/-i- 

^h^5>», 3, 3 2 -^h^v^, 2, 3 2 
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10 



15 



20 



25 



»)> 2 (s.-:/^;i/5^:tS). 1 -^>^/i^^^S^ 2-^>^;u^^ 
3 -^>5^;i/5^:tS> 2 1 3 l'-y5=• 



;^^:t 



2 -p^^;!/- 2 3 2 2. 2 



I 

3, 3-i^}<.^)V- 1-Zf^)\^^:tm. 2, 2 - ^'^Jl- 1 - 



2 -x5^;u-.i 3. 3 ->^p^5^;i/- 2 



2, 3 ->^ 



2-^^)V- 1 -ypti;i/5"^a ( i 2 2 - ypt:;i/^ 

^i^^. iy^U^':f^)V:t^-y^. iy^u:t^^Jl^^->m. b'v^P[2. 1. 0] 
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10 



20 



25 



^>^Jl^^z^&. iiiy^ulS. 1. 0]^=^iyJ]/^^iy&. t:->^n[2. 1. 1] 

^7°^;u:r^->S(y;i/4^;i--;u^^i^*), hii^i^p [3. 3. o] ^^5^;i/^^'>s, 
^^)vys.ym. x5^;i/T^y», i -ypif;i/T5 (n -:/n t°;i'T^ 

2 _ T^p tf ^ / S ( i - y □ tf JI/T ^ y , 2 - p< ^/P- 1 - ^ P tf;!/^ ^ / S 

a). 1 -^>5^.;i/T,^y^, 2 -^>^;i/T^ y*, 3 -^>,^;U7^ y^, 2-y 



15 1 y 



3 - y^;i/- 1 - y^;i/T^ y 



2 -y^;u- 2 -y 



y», .3 -y^^;!/- 2 -:y>;i^T^ ys, 2,- 2 ->^y^;i/- 1 -yph:;i/ 
T^y&, i-^^i>jur^ym. 2-^=^->jvr^ym. 3 5 y*, 
2 -y^;i/- 1 -^>^;P7^ ys> 3 -y^;i/- 1 -^>5^;i/.r ^ y*. 4-y^ 



1 -^>5^;i/T5 y 



2 -y^;i/- 2 -^>5^>/i/T5 ya> 3-y^)i-2- 



2 -y^;i/- 3 -^>^)i 



7^ym. 3 -y^^jv- 3 -^>^)vy^ y 2, 3 -i^y^ji- 1 -y^^jir^ 
y&. 3, 3-i^y^ji- i-y^jV7^y^. 2, 2 -syy^ji- 1 -y^^jvys. 
ym. 2-jL^ji- 1 -y'^jvy^ym. 3, 3 -i^y^ji- 2 -y^^jiy ^ y 
2, 3-i^y^)i- 2 -y^^jvy ymu^^^$)i-f^n^o 

:^mmmizid\^^x. rv-Ci_6T;i/^;i/75ysj tit. y^yM^(D2mcoA^m 

^M^L. m^mtLx\t. N, N->?y^;i/T5 ys, n, N-z^jL^)uys.ym. 
N, N-v-n-:/Phf;PT5ya, N, N-z^- i -yu}ijiy^ym. n, n- 
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20 



25 



N-n -:7°ofc:;i/-N-p<^;i/r5 ys, n- i -7°ot:°;i/-N-y^;i/7ays, 



N-n -y^;i/-N-y^;i/TayS, n- i -y^^Ji-N-^^jir ^ y 



N- 



5 s - v''5=-;i/-N-y5^;i/T^yS, n- t -:7^^;1/-n-^^;1/T5 yS^'jicifTi^^fetf 



15 fetfe.n-g) 



i>Ty*, ;^y;i'jj^^>'>'i/S, 75 y», iyuji/*, y^>x>'i/^x 

nr;i/^;i/S. c e- , o T u — 5 ~ i 0 fi^^^ p T u 3~iom# 
t;1/:34^->S. ^y-Ci_6T;i/^;P75ys, v-c i_6T;i/=t^;i/7 5 ys, C2-7 

^^pli^S, c i_6T;pp^iyS. c i-eT;!/^;!/^::^*, C3-8'>^i=>t;1/zi 
ty -c ,_67;i/^;i/T5 ys, v^-c i-sT^i^+^wt^ y*, C2-7Ti>;i/ 
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<mm&m> 

C3_8 v^n7;i/4^;i/^, Ca-e^^'i^^— >'i^S, C2_6T;i/^-;i/», Cg-ioT 

U-;i/*, 5 ~ 1 O.M^T^nr U 3 - 1 OM#^#i^^^n^iCS. c 



10 



15 



20 



25 




R3 r4 

I I 

o 



(I) 



x;i/:7-Y — x;i/7}N-:;i/a, iC- c onr'' --e^.^n-ss, ^-sOaNR 



5~1 0 M^T^PT U— ^'I'^^^cfSeM^^WI^TViTfc^kV^ 3 ~ 1 0M#^# 



RMS, Ci_6T;U=!r;i/»^WbTViTfeJ:Vi3~ 1 0 nli^ 
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,a2 




>a1 



I i -fn 7!>v-es ^ n -§) s $) tf n § o 



10 



15 



20 



25 



(ii) R' 

p^yallyaia ( ^ ^ V ^ ' ' IS , ZKS0T, W L T V i T t> =t C i _ g T 



R^OD^fiiJ'ct^J.i: LT«, / SSfcfSiC- C O N V ' ' V ^ ' ^ (^^j,^ ya 
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(iii) Y/ 
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71 , . 




5 (iv) R3*3cfcn?R^ 
(v) R^ 

RMS. SJ^S^WLTViTt)ctl/iC i^6T;1/^;|/*, B^X^WU 

15 Tv^Tt) cfcv^c 2-6 B^^^^LTViXtjJ:ViC 2-6T;p^— 

R^cDif^^muMtLxit. 7icmm^. m^^^^lx^^x^^^^c ,^e7 ^^^^^ 

# 3^ S :^ ^ ^ □ li ^ S t!)^^ 6 n ^ o 

25 ^;ua^/!:JSC6_io7U-;i/» (fcfcL. RMS. /NP'^r >J^^43=tt)C^ ^ >7; 
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N- (4- (6-v7y-7- (2 h^v'X h=!r'» -4-4^y'J;i/) :t 

I 

^iy- 2 -y)l^uy aizLji) -N' - (4 -y ju^uy ^ur. 

N- (2-^pp-4- ((e-v-T/^r- (( 1 4 ^ tr^u 

^ h + - 4 -^7 U;i') :t^->) 7xzi;|/) -N' - P ^ P tT;!^"^ l> T, > 
10 N- (4- ((6-vTy-7 - (((2R) -3 - (>^X^;i/T^/) -2-k 

i<p=lr'>:/Pif;w) :t=^^'» -4-^yu;i^) -t^z^) y -n' - (4 
- :7;i/::rp t7x— out. 

N- (4- ((6->^Ty-7- (((2R) -2-bHP^i/-3- (l-tTP 

ypb°;i/) ^^i^) -4-^yu;u) :^=*^->) :7x-;i/) -n' - (4 
15 - 7;i':tp :7xx;w) -^ut, 

4- (3-i7pp-4- (v^ P7°P y i7;i/4^x;i/) T5y:7xy + 

->) - 7 -y h4^->- 6 -.^y u >;^;i/3l^^+>-5 K\ 
4- (3-^PP-4- (->^ pyp t°>»i/T^ y ;^;i/Ji^x;u) y :7xy ^ 
- 7- (2 -y h=^^i/x h + - 6 -^y u >;<3;P3i^^-y-a H, 
20 N 6 -'>iJ7 p^p 4 - ( 3 p p - 4 - (((vi7 D7°p y ) 

;^;i/7j^-;i/) y^y) :7xy^i>) - 7 -y h^'>- 6 -^y U >;^;i/^^-ti-5 

N6- (2 -y h=t^i/x^;i/) -4- (3-^pp-4- (((x^ P^p k°;i/ 
T^y) ;^;;ujj^x;1/) T^y) :7xy^>-) - 7 -y h^>-- 6 -4^y u >;^;i/ 

25 4^ 4^ 1^5 H\ 

N6- ( 2 - :7;i/^px^;i/) -4- (3-^pp-4- ((( p^ p t°;i/ 
rsy) ;^;i/;i^x;i/) Tsy) :7xy^f>) - 7 - y h=^^ 6 -^y U >;^;i/ 
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N6-7^h^ix-4- (3-^PD-4- Pyn t:;i/T5 y ) t} Jl'^ 

5 N e -x.^)l- 4 - (3 aa- 4 - (((>^>7 nyn h:;UT5 y ) 
;u) T^y) :7xy.^>') - 7 -y h^'>- 6 -4^y u >;^j;i'At^=t^+i-5 H\ 
4- (3 ->';i/:^D-4- (.zy^ wfniijvy ^ y t})V:^-jU) TS.yyjLy 

- 7 - (2 -y h^vx h^x) - 6 -^y u >;^;pjl^^-y-5 H, 
4- (3-^nn-4- (v^ D^D hf;i/T^ y T5y:7:Ey=^ 

10 7 -. (2 - t Kd=\^->X h^S» - 6 -^y U >tlJV7^=^^B. H> 

4- (3-i5'DP-4- (v^ D^D hf;i/T5 y ;^;i/;l^x;i/) r 5 y ^a:y =1^ 

5/) - 7 - ((2 S) -.2, 3 -'xb FP^'>yplf;i/) 6 -^^y U >;^7 

4 - (3-^pp-4- (y f^>»i/T5 y ;^;i/4^x;u) T5 y:7xy + -» -7 
15 -y h + v- 6 -^y u >;^;ujK^it5 . 

4- (3-^pp-4 - (x^;i/T5 y ;^7;i/3l^x;u) T5y7xy^->) -7 
-y h^v- 6 -^y u >;^;i/4^4^-t>-5 H\ 

N6-yh^v-4- (3.-^PP-4-^ (((x5^;i/75y) ;^;i/#x;i/) t 
ky) 7xy^v) - 7 -y h + v- 6 -^y u >;^;i/#^-y-^ H> 
20 4- (3 -^pp-.4- ('>^ pyp h°;i/.T^ y ;^j;P7}^x;i/) T^y:7xy=|p 
- 7- ( 2 -X h + vx h^irv') - 6 -=i^y g >;^J;^Jl^4^•t^^ H> 
4 - (4 - ((v^ pyp t:;i/T^ y ) ;^;i/4^x;i/) r^y^xy^v) - 7- 

(2 - y h + vx h^^'>) - 6 - + y U >;'3;i/4^^-tJ-5 H\ 

N-(2 -y)[^:tu- 4 -((6 -;^;i//t^'f 7 - y h=^'>- 4 - ^-y u 
25 :7xx;i/) -N' pyp h°;i/'> UT> 

N6- ( 2 - b H P^i>X^;i/) -4- (3-i^PP-4- (((i>^pyPti 

)iT5.y) id)i:!t^-)i) r^y) yxy^s» - 7 -y h^i^- 6 -^y u 
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4- (3-^DD-4- (c i s - 2 - y Jl':tu-^>^ d-fn^fjiy ^ y tl )U 
N6-^5^;i/-4- (3-i:7nn-4- (((x^;i/T^y) 

i>) - 7 - ( 2 - (4 Jl//iN'J y ) X K^->) - 6 -^^ y U yti)Vi^^^^ H\ 

4- (3-^np-4 - (2 -:7;i/:^px5^;i^T5 y ;^7;i'v-i^x;p) y ^ j y 
j^y) - 7 - y f^^^s/- 6 -^^y 'J >;^;i/#^it^ 

N6- ((2R) T-N^t HP- 2-:7^x;Uy5^;P) -4 - (3 -ii7PP-4 

-. (((y^;i/T^y) ;^jji/i}^x;v) r ^ y ) 7aiy ^^->) - i-y^v^-y-^- 

4- ( 3 -:7;i/:tP- 4- (x5^ji/T^ y ;^;W4^x;» y^y^aiy^i^) - 
7 -y h=^^i>- 6 -^y U >;^>'i/jl^++i-^ K\ 
4- (3-i7pp-4- (((vi^ pyp t:;i/T^ y ) T^y) y 

xy + '>) -7- ((2 R) - 2 - k F P^v- 3 - ( 1 - IfP.U vV) ^P/J^^ 

y) - 6 -=t^y u >;^j;u4^4^it5 h\ 

N6-y5";i/-4- (3-^pp-4- (((y^;i/T^y) ;^7;i/>i^^;i/) 
y) :7aiy4^i/) - 7- ((2R) - 3 - >^x5^;i/r 5 y - 2 - 1 h p=^~>y p 4^ 
^^>) - 6 -^y u >;^;i/Ji^^-tt-^ H\ 

N6-y^;i/-4- (3-^pp-4- (((x^;i/y^y) ;^;i/zHx;i/) T5 

y) y:^J^=y) -7- ((2R) - 3 - v^X^jUT 5 y - 2 - h F P 4^ i> :/ P /j^ 

+ v) - 6 - + y u >;^7;i'ii^++>-5 H, 
N6-y5^;i/-4- (3-i:7PP-4- (((y^;i/T^y) ;*7;i'ij^x;u) 
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./) :7x/=t^'>) -7- ((2R) - 2 - 1 F p4^^>- 3 - (i-t°D'Ji^y) y 
N6-7^^;i/-4- (3-^pp-4- (((x^;i/r^y) 

7) 7x>^'>) -7- ((2R) -2-tFn^->-3- :/ 

N6-pc^;u-4- (3-^^PP-4- (((y^;P7^y) 
y) ^'i/^^v) -7 - (( 1 4 - tf^'j y 

N6-p^^;u-4- (3-^pp-4- (((x^;i/T^y) t^, 
10 /). - 7 - ((1 4 - tr^u s/ju) ^ h^i^) - 6 

N- (4- (6->'Ty-7- (2 -y h4^'>X h + '» - ^) )V) ^ 

N- (4- (.6-'>7/-7- (3- (4 -^;U7j^U y ) y^P^^^^i^) -4- 

15 =^^yu;i/) :^^'>7a:x;i/) -N' - ( 3 - - :7xx;i/) ^ 

4- (4- (('>^ P7°P tf;i/r ^ y) ;^;U/}^x;u) 7^y 7xy^'» - 7- 

4- (3 -:7;i/:tP- 4 - ((2 -yjU:tu jL^)i7 /) ;^>ii/4^x;i/) T^y 
20 :7xy4^'» - 7 -y h^v- 6 -^y U >;^/l/5l^4^+)-^ H> , 

N6- ( 2 -X h^vx5^;p) -4- (3-i^7DP-4- (((y^;i/T5y) 
;^;i/4^x;i/) T^y) :7xy + v) - 7 - y h4^>^- 6 -4^y g >;^y;i/4^^pii-^ 

4- (4- ( 3 -x^^iz-j; K) - 3 -7;i/:tP-:7aiy -7-yh 

25 ^~>+y U >- 6 -;^;l/jj^=lri> U ^ T>^>;/H ( 2 - v-T y X5^;U) T^K 

N- (4- (6- (2 -s/Ty x^;i/) ;*7;i//s^t-r;i'- 7 -y h^iy- 4 

yUJi^) :r=^^->- 2 -:7;i^:tP7xX;i/) -n' -iy^u-ya\i)\,^U7 
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4- (3-^no-4- {i^ '!P uy°u\:i)V7 ^ y ts r ^ J y jl J ^ 

5 - 7 -p^ h^->- 6 u >;^;u4^+it5 H, 
10 4- (3-i:7DP-4- (^5=-;UT^ y ;^7;i/3}^-;i/) r^y^x/^^v-) -1 



N6-yh4^>'-4- (3.-^Dn-4- (((X5^;i/r 5 /) ;^3;i/4^-;i/) r 
^y) :7aiy=^^.'» - 7 -y h^'>- 6 -^y U >:^>'W>l^^it5 H^^if -scii 
15 i)^-^^^. 

^rS/- 6 -^y u >;t»;P4^4^+f-^ H (iC (ii) #M) ^^^f ^ c <h:^i'T#§o. 

^^g^lcT^-fb-^tlc^mfe^ji/cf^^Ji LTtS. 4- (3-^PP-4 - ('>^p:/ 

20 p bi;i/r ^ y 7^y :7xy + '>) - 7 -y h^^v- 6 - + y u >;^j 



25 02/3287 2^A°>7l/>> h (W002/32872) , ^BcfcO^HI^^^^ 2 0 0 5/0 
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6 3 7 1 3 ^/'^>yUy h (WO2005/063713) (ClHic^n/i^^ffitCct -^TMiif -S 

.5 '^(Dmm^mizmw^^n^^^hn^-r^omiKDm.t lt«, ^^j^, 
^m. y-^jim. -^u-om. .^j:>m. m^m. 7.9-7 ^)>m. ^Mwm. ^ 

» 

#1 T o T T o T t> =t V ^ o 

T, rpGFRs ch t)f^t-'&i^^7i^^$)^) ^mr^mm (fgfr3 las^t/M) 

Tfe-So *H^i^»tC*5t.iT. rpGFRS <^ + :^— tit£14j FGFR3 Ac^fdlO 
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:$i^m(Dit^m<D^'r^ ¥Gn3 m.w^'\i(Dm\^:fjmt. m^it. ceii free ^ 

mm (cell counting kit-8 (IW^C^b^tt^^tt) ) . 7 ^ "7 
5 ~=L-hyJlUy\^m. BrdU Ki67 ?CM m^mU ^-^^^if ^tl^. 

^WTy-^^i^. m,^it. TUNNEL S^feffi. Caspase-3 ^Sf^tti^i. PARP ^ir^ffi 
ffif=^:c!f75tfe^f ^tl^o ^ne,(D;^?£H,'^?£(3t;eViff -5 C iJ^^T^ -5 (Blood. 2005, 
105. 2941-2948., Molecular Cancer Therapeutics. 2005. 4, 787-798. )o 

10 FGFR3ia«?it4«,Cell iTee^i—'^7y±-Hz^'DXm\^'r^:it^^X'^^o 
FGFR3 tl, l^^*{3«eVijt{5^I^W^?itCct «9f^MT§ i:7&^'T^-5c '0»l;lt^^ 
Baculovirus Expression System J; 0 , .S^^M {.Spondoptea frugiperda 

9 (Sf9) ) tcb h U n >t::^> h GST (glutathione S-transferase) ai!'&^>/1 

. ^ ^ - m^it. GSH-agarose (i>^^*tM) ^/iH Ni-NTH-agarose 

m^it. SDS-PAGE, ^S^fe^BJct/FGFRS (C^^-r^#Sfi^^#^ffiVi;/t'^xx^> 
y D h J3 ct D fitlSt" ^ d <!i ^ § o 
20 Cell liee ^i-—^y yt^ it. ^'^(Dm^iZ'i'ro Ct:f)^X'&^o 

^•f. -/U-h (^JA«\ 9&0Ji)l. 384 •:7X;i.;^cJ:<i:) (D^OJLJUIZ. mmK 
mm 20.U K ATP mmbfi\. ^^<^n FGFRS U 3 >h::^> hrS^ >A°i7K 100 

ng ^^O^^^ 10m 1 43J:tJ^'l^'^^>{b1^fP Poly (Glu. Tyr) 4^,125 ng ^#tf}§i^ 

10m 1 (Dm-^mm^n^Mm^^ct^/j^'c^^o 

25 ;i<^=lr:^---t:SfSm 50m ncti. 60 mM HEPES-NaOH (pH7. 5) , 3 mM MgClj^ 3 mM 
MnCl2> 3 mM Na-orthovanadate, 1.2 mM DTT (di thiothrei tol) , 50Mg/ml PEG 
(polyethylene glycol) 2oooo> I plUKI? U^^^^it ^ ZL t^^X^ Z.(Dt^. 

ATPti, [r-'^p]-ATP, [r-''?]-kT? u^(Dmm^\^mi^Li^'x:mmLrz m ^m^^^ 
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j^ijD -r -2) C i ct 0 fc;; ^ ^± ^ i± ^ d i 75^" -C ^ § o 

5 ATP ©IX(9 3A^»^iJj^T'5c:<^:(3=t D FGFR3 PlStStt^l^tt-T § 31 iT^^'T^ 

-So ±S3(D:fe^Mtt|WI'ftL#:^ii ATP ATP y^- 
10 

(6.) m.mm.^^. mmm. mmy^m 

15 3b -So 

i^jzummm FGFR3 ^mmLxi^^mm^^^u^m^^ibmR^n^(>t,^< t 
20 ^m^^±m. ^^■\^n^m0^miiJ:U'^mm^&tj:^^m^i^^t^^x^^o 
th—D^^tsm(Df^mmmmm.0^'^iiLxmmx^ v , iis^i^^Ji: Lx^ffl-r 
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%m. mm., mm. n^^%^rz\t-\'=lt^m(Dm. :kmm (ism, mmm) . mm 
5 m. wm. fff^ffi, m^Lmm. i-'Bm. 'f-'Bmm. mmm. ^^mmm. mmm. m 
mm. mm m^it. ^mm. $k^mm. ti^sz^mm. mmm. st'^mm. mm 
mrnta^) . Bikm m^it. m^nmi^msssLm (cmd, m^-wm^mfbLm (amd, 

UttU >A° 3^146 ifii^ra (CLL), MM^J >/\^mskm (ALL), U >A°il, 

MM (MM) :isJ:ZS;^^ y-^tji^^mf^^ty}^X^. $7^L<tt#^tt 

mLrzmm^j:.zsMmm fgfr3 ^mm.vx^^^mm(D\,^-rnA^^^iyX\^^xhj: 

mm. 'f-'^mm. ^-^igm^^. m-^m^^^m. m^\^nmMf^^^<i^z^n^ 
mm^^u^^m FGFR3 ^mM{^x^^^muf}^'^f^^ut)^^m^-^n^{>u< l 

5e**c(DS«, m.^(D^m. 'm\. ^m. ^sttM, ^^-nm. s^r^i 

'^'^^nU^^ii^. ai^^(KA (#:* 60 Kg) 1 0$)fcD 0. 1~1000 mg, $?^L<H 
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0. 5-100 mg, $ ^ t3$f^ L < « 1-30 mg 0 . ^in^il^ 1 B 1 ~ 3 In! (Ci^- 
5 thX^^o 

±mmmmtLx\t. -mzmmizi^m^n^. mmm. m-iRM. m 

10 M<Dm^^if^o 

'^r-rmr^i/^— "i^A, ^-r ^^^-r^T;u^ >^v.^;^'^>^->a. 

. r^tiT:^A,. h^^yV, b F p^'>y o 

tf;Hi;i/P-x, :tjj]/yn^y^^Ji±)i^a — x. )V^^^y ^^)V-\L)Vu--7.ti 
25 h U -^A 
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>. 3'mm mm 7.^)1. ^^u-tu >j3gifeg?xx^;i/ 

i7X>M:M- U "^A, V;U^— h 8 0 , xn^>^T5 H 

#^{b?fi| : >'>'':7|f, M^L-^^hU-^A, •7>x v;nf 

u>^je, mmm. mmm. ^j^>mmua(Dmmm 

/ 

. ;i/p— >'a:;r-5^>'UT;m->'l/, ^hHPi^^, v;nf>^ 

mm. f^.mm. j^^nm. n^y^m. n-zy3>mm(D^mm^r^\-immm^mif 

25 ±iB^ffi^jn, ±tm.mm(Dot>. wizmmm. i^^m. ^^^^^j. %itm. 
^m^^m. mmmnjjm. mmitm. m^itm. mmm. mm^tm. ^Mitm^ 

±MimMMi^. ±nimmm(D^-^. mz%itm. ^mf^^m. mmwmm. m 
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FGFR3 ^mmLx^^_^mmt^^r^^m^^'^m^-^n^{>rj:< th—-D^^t^^i$i 

FGFR3 ^j^^J^lgLTVi^^fflfla, t (4; 14) fej^ L/c^flS^o J;!/'^^^ 

20 F.GFR3 ^^mLx^^^mm^^^t<^^M^^^m^-^n^{>u< th--z>^^tS±i^ 
ts'h(Dx$>^o :$^mm(D^miz^i^x. ±mmMm.fi^mt. ^m^nrnm. mm 

^-•z>(DmmAzMr^^w.m<Dm^^<Drz(sb(D:$imm(Dit^m(D^m^^tsh(Dx 
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FGFR3 ^m'^Lx^^^mm^^'hu^m^^^MU^n^'Mt^K t ^--^^^t^^i^- 
^ibiz.:^mmizj:ri.^mM(Dit'^m^^mr^ fgfrs mmmm^m-^n^o 

FGFR3IS»^J«, ¥G¥K3(D=^i-—ii^\i^mmt^i^m^m'r^h(DX$)^. 

^(Dmm^^x$>^o 

20 -4^mm(D¥G¥um:mMit. :$^mm(Dit^!^.^^(D^mm^^^cthx^^L. 

§ o 

Sfc. *^0J3t^«, FGFR3 ia$^J®Mi£®:^c<*(D-^!S: (I) X^^tl^it^m. 
:*:^B^{C«, FGFR3 PflW^JoofedexD-IS^ (I) XTr^^tl^it^m. fcL 



wo 2007/061130 PCT/JP2006/323881 

n^-^n^m.. ^rcntniE>(Dmm^!^izx^. fgfrs (Dmrnzi^m. »^l<h 
FGFR3 =^-:h--tfcoisw;^i£fe^^n^o i^mm(D:fjm\z^i^x . mmit^mm(D 

5 

10 ^mzii^i.xmm^iix$>^f}^^f}^^^m-t^:^m^mm^^o 

xmiii't^ztizj^'om^z.^^^x^^o 
mmit. mmmmx^^^^mf^L^K ^rc. mi^mr<i.mi^izj^mT^. # 

%'l4#ilM, fl^M. ^KM, ^ni&Mfi^M. #:#J^fiK^^-lE. 

25 ffii»(D@^«, ^^jAii, flsffi^, mm. ^mm. ^m. mm. ^m. mm. b 
m. Cf^mm. mmm) . mmm. wm. ^m. 

miLBm. i-'um. =f''Bmm. 3mm. ^^mm. mmm. mmm. mx 

49 



wo 2007/061130 PCT/JP2006/323881 

m m^it. 'iS'i4'tii'i4ajfii^ (cmd, M^-^^k^^stm (amd, 'm^v>/%m 

^ B ikm (Cll). mi4U >/mS]fii?^ (ALL), U>A°ffi> #^'[t#Mffi (MM) tj: 
5 FGFR3 t (4; 14) J; FGFR3 ©^McDW^ft^, ri. 

I 

:*:X@'e(i, FGFR3 t (4: 14) feJ^(73*iE:}3 j;^: FGFR3 (D^SOW^Sc^ 

■5-^. Vvfn?5^S:S,'I^LT'b=fcViL, iin^)© -St) 2 13^^1^ LxTi'J^UT feet 

;*:XigT«, $f^U<« (1) TiliJ^L^^cMflaff CO FGFR3 (D^mm. t(4;14) 
tem<73W^S*3J:D^~F.GFR3 (O^S(DWM;&^ ^/J^SS^tS^ e>iliR^n'5.'>7ii: < ifc-o 

■ ^t^^-v^^o.ftjitD-^. mi^i^r^mmiz^ux. fgfrs ^mmm^Lx^^^m 

t (4;14) feJ^UTt/i-Sm^, ^SMFGFR3 ^mmUX\^^^m^(D<PU< tt^ — 

di^O^-e^-So Tci:^, FGFR3 ^ii^J^^LTi/i-Siafla, t (4; 14) feffi L i/^MflS, ^ 
20 Actt^^M FGFRS ^^|gLTVi-5iifflfla®.l:Q;l^«, r 1 ; *^BJ(D|S^ffi^4^, 

2^^0^cD^ij®ii*ii LT. (1) (DM-^^^^f^i^izm^^x. :^mm(Di[:'^miz 
mr^mm(Dm^^^^mr^:^m^$>\i^:it^^x^^o(i)(Dm^'f^^-^^^. 

*ffl3a/0^\FGFR3 ^jg^J^liLTVi^iaflS, t (4 ; 14) KM LT'ciMfla*^ etyC^^Si FGFR3 

i^^-ftiiz^i^m Lu^^mmiz\t^x^mm(Dit^!^izM-r^^i>m^^^^tt 
^fc. :^mm(Dw\(Dmmtvx. (d (Dm\^fi^^^mmizm\^^x. ^%m(Di\: 
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(1) comi^mm^^iE,. mm:^^. fgfrs ^mm^mLx^^^mm. t(4;i4)fe 
^tz. :^mm<Dm(DmMiivx. (1) (Dm'&i^^^mm\zm^^x\ 

10 hi)$X^^o -tt^t)-^.- ^^m<D:^^'\Z^^^X. (1) C7)?iij^^^7!)^^, ±fB(DJ: 

^\zi^Mm<Dit'^m\zn-t^mi^^^6^m\^. z.(D^m^^\zm-:5\,'^x. mm^ 

^•mT ^ ^ hi)^X ^ ^ . ^JA«, mm^. FGFR3 ^i^SJ^^ LT -Siffll®, t (4; 14) 

^T^c. *BB>g(75SiJOM^IIibT, (1) ^mm^^ii^^. FGFR3 ^iM^mi^LT 
Vi^iBflaa (4:14)feJ^LfcifflflS:fecfcD^'^^MFGFR3 ^^ii LT(.i§ifflflS:0^ ^>ilJ^ 

t/i^sMfla, t (4; 14) m^mLrcmm^^zsm^m fgfrs LTVi-sMflSj^)^ e>ji^ 

i[:^^(Dmmm^^^m-r^:^m^$>^f^zt^'^x^^.:$imm(D:fjmiz^i^x. 
25 (1) (D^iijscDiam, fflfl^T^^ ¥G¥n ^mm^mLxi^^mm. t (4;i4)fej^Lfc 

^fflfla^cfcl/^S^FGFRS ^^IiLTVi-g)*ffl^(7)^Vj:< i t) -"^ fli^^T i ^ 

:^mm(Di\:^mizMi^xm^^m^^^^r tmwrx^ ^Tcisb. ^^mmm^fzitm 
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-S) m , . * « n e> c7) ^ jgg ?n T -5 o 

*^B^«. :*;%BJ(Z):^^itCffli/i^fc46®, FGFR3 t (4: 14) feJ^cD^ftE 

:fe=fct/FGFR3 (Dm.m(DmM^>^tSi^^^^ i^MR^n^^Pf^K t'h--z)^m^-ts 

r^isb(Dm^m=^^y h^mmr^o :^^m<D^^m^y hit. mm{z:h^^xmm^ 
20 it'^mizMLxmm^\iX'$)^^^^^^^^w\-t^^^^^'v^^o 

25 

immm i ] 

->) - 7 - ^ h^->- 6 - ^y U > ;^ ;U ^ =^ -tJ- a FGFR3 PflSfg^ifl, 
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ProQinasett (Freiburg. GmbH) ^W^ftMl^ i LT^M$ tlfco FGFR3 Pl^fStt 

FGFR3 Baculovirus Expression System (D:^m\Z^r), B^mm 

iSpondoptea frugiperda 9 (Sf 9) ) t h U :3 > k':;h > h GST Sfe-^^ >/\° ^%t. 
5 LT^ii^iifco ^ig^-tirfc'J i3>b':f-> hr$^>/\°^M«. GSH-agarose (5^ ^^"7 
Sfc«Ni-NTH-agarose (4^ry>aM) ^ffl Vi:^cT :7 ^ -7"^ p-7 h 

I 

^ -iZJ:K)mmi^rzo ^>/N°^®coMm*5j;U^^|WI^«\ SDS-PAGE ffi^fe/j: 

e>y^{^ FGFR3 =¥i—i£izM-r^W^^^i^^m^^fz^ji7.^y:fu y hmz^ V 

ST. 9 6 r>x;i/ FlashPlate (Perkin Elmer/NEM ttSS) (D^&'^'XjPtl, ^^qss 
l^;:^^20Ml, ATP (H2O T^f^) 5m K ^mmM 5^1 ( 1 0 % 

7}n^~> KtK^IS), FGFR3 Ui3>lf3h> I>^>/n°^5'K lOG ng 10 m 1 43 

.. ,kzsii^9->itmm?o\y (G\\i, Tyr)4:,i25 ng ^^tsmm \o u I (Dm^mm^m 

15 'AlmA-fzo 

>7.)ii^>miM.^m^^rzo 4- (3-^ dp- 4- (->^Dypt°;pr^y 
20 CD y ^ > X ;u 4^ > ®& ^\t. IB 1^ r?lll 0 2 3 2 8 7 2 ^ /\° > :7 1/ >y h 

(W002/32872) *3j;r/iai^i^il^2 0 0 5/ 0 6 3 7 1 3 ^ /"^ > y U y h 
(W02005/063713) cDfESct^Scj't/^TMjt L/to 
<lcD^-:h--tfMf&^^ 50m 1 60 mM HEPES-NaOH (pH7. 5) , 3 mM MgClj. 3 mM 

MnCiz. 3 MMNa-orthovanadate, 1.2mMDTT, 50Mg/iDl PEGjoooo^ l^^^M [r-^'P]-ATP 

25 ^^^^nx^^tzo 

KJt^m^. 3 0t:T8 0 5^rp^-r >^^^-^>3 >Lfct^, 2:^ (v/v) H3PO4 ^;r^ 
50m 1 ^?^J)n-r^i^<i:f;i=l: OJSJS^^lh^ii-fco 

9 6 •:7x;i/yp- h 0.9% (w/v)(DNaCl 200 mUC J: D 2 lHl^#43j;tiC 
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(Dm^ jh^mn. y'u- h±izm^^nr^nm^]^^ micropiate 

scintillation counter (Microbe ta. Wallac M) iCci; VM'^^ ^ :i tXtfmLr^o 
^^f^^L BeckmanCoulter/Sagian robotic system J; U fft)tl/io 

5 ¥G¥n 5 0 %mmr^(Diz!i^-^^r^^&^!^m<Dmm. (iCjo) § 

as(io/zM75^^ 0. ooosmm^t 1 0 > h)iz:hif^''?]tnm^\^^m\^>x. 

Prisma. 03 (Windows . Graphpad, San Diego. California. USA) ^ 

^®!^, F,GFR3 ^>ni^K^-^*-rSK Poly(Glu. Tyr) 4:, <7)^^*-^^j!jn L;^J©^ 
10 ®lfi^O%MiL, l^^i^K^^jtoLT^ctVi-e FGFR3 i$'>A°i^K^:SM Poly(Glu. 

> hizm'^-r^7b^izj:owisiurz. 

15 4- (3 PP- 4 - (ix^ nyp t:;V7^ y 

. y >'a:y - 7 - p^ h^v-- 6 - ^y u >:^;i//i^^it5 h«, fgfr3 4^:^- 
-^mmm^^mT^-cL dCjo = i4o nM) ■^m'^^^iztji-iDr^o 

^;^,mIjz!!co=fc-5 (C,FGFR3 Pfl«J|^Ktl>FGFR3^ii^J%^ LTt/v^*IHia. t (4; 14) 

fej^L}^cMfla4oj;y:^M^FGFR3 ^mmi^xi^^mm^^ ^u^m^^ ^M^^n^ 

^^tc. mm(D^^lZ. FGFR3 Pl^if^Ktt. ^^tt-i-Mffi^ fl^M^S. ^KSM^. 

25 ^Tfe^<i:#;^e>tl^o 

^(D^m43<J;tJ?H^^fE^^3&^^, *^BJCD{t: FGFR3 ^iii^J^Ji LTV^§ 
SNBHS^t (4:14) t^mLfzmm^^kZSmmm FGFR3 ^^liLTVi^iSffl)!a^^^;^cC§2¥;!)^ 
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PCT/JP2006/323881 



. cDmm(Dm^m^uyiz^^miiLxmmr^o 

( 1) 1 m g ^ 



20 



25 



(C) (i^T, r#*^H (C)j i:^^T^J©-&?0^^ab^o T^t^, (C) tt. WO2005/063713 

(y;i/{l:R^±^J, j^p^^AEROSIL (mm^^) 2 0 0. B^^rJLUi^JUW 
^^tt) 1 9 2 g & 2 0 L 7.-/^-^^+>— TM-^t^. $ <B,{CD--v'>- h-;P 

(MJ^^J> :^?n^i:fi£xil^^^^l:) i 2 3 6 g, |g^-fe;un-x (S^^^^J, i^p^ 
^Tifir;i/PH 1 0 1 . M^kfifexi^tJ^^^a) 7 2 0 g. t F p^v-^n ti;i/-ti 
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PCT/JP2006/323881 



10 



25 



Ac-Di-SoK FMC International Inc. ) 120g. Jimx^-T V h ^ A 
(mMM. JRS Pharma LP) 3 6 g^2 0 L ^ >y'^- ^^^^-IZXtlXM^m:. 

-<y^mx. y^mti^x 1 0 %^A° H^-r-rxD- (opadry o3F42069 

YELLOW, U^tl'yziy^^^^) ^Jg^S^fflV^T, m.nWZU — J-^y'^l.. 1 i£ 



(2)10mg^ 

(c): 6 0 g i:*ttzK@s^-r^ 



a^AE RO S I L ( 



U^U) 2 0 0, B*TXD v;i/t5i;^^?±) 1 9 2 g ^ 2 0 L7>-/\°— ^^i^- 
T^g^^, ^C(3D-x'>-h-;i. :^?a^b^£xil**^#a) 12 00 
g, ^S-tr;Uo-x (BS^l^^J, i^p^i&Tti-tr;UPH 1 0-1, MfbfiKXlltt^^^h) 
7 2 0 g, t K.D=^->yP h°JHi;i/D-X i^^m. iSia^HPC-L, 02^W 
15 j^t^^^a) 7 2 g ^](jn;^T?g'&L/co ^COf^, *E7Kx^.y-Jl/<^ig«^j!jPL^ 

. s (c)..^^w:r'5iS*4^^^^t;^:o ^cDitifeitti^fflB^^^t^ (6 or) xnmm.. 



o. 



X^hU-l^A (^±5^J, j^p^« Ac-Di-SoK FMCInternationa.l Inc.) 12 0.g, 
y'^)Vm.7.T-7^))Vi-h^)0h, {mum. IRSPhamaLP) 3 e g^2 OL^>y 
20 ^-5^1t-t3AnT?g^^, JTi^.^TMML, 1 ^a&/i0^tvK»4 0 OmgO 

^-r-rxp- (OPADRY 03F42069 YELLOW, S 2^;^ ^ :3 >t5^^C^-a:) TKf^r^^fflV^ 



( 3 ) 1 0 0 m gi 



ISH (C) 3 1. 4 g (hiSTK^^^^^ {f)Vi\Lm±M. i^p^B^AEROS I L 
(^^i^^) 2 0 0, B*TXn-:/;i/^^^tl:) 4 g ^ 1 L X-/N°- 5 
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4 0. 1 g. ig«^st H n=^>-yn t°;i/-ti;i/p-x (ig-^^j, i^p^^sl-hp 

c (LH^2 1), mmit^Jimm^^^t) i Og. b Fn^'>yp tf;Hr;i.D- 

:i (Dm^l 1 1 h IZ . ^ UT.tDl/^u — T.i- h^J^yA (I^^^J, i^rS.^ Ac-Di-Sol. 

1 

FMC International Inc. ) lOg, :7x';i/^7.T-y U h U •^7 A (ti'^^J, JRS 
PharmaLP) 1. 5 g ^^-^^^ fl^^TM^ 1 ^fe;^c D ^K»-4 0 0 m g (7) 

10 

:^mmizJ:rf. FGFR3 ^il^JM^ LTVi^*fflfla, t (4: 14) fejffi LfcMflSiScfcL^^ 
^MFGFR3 ^^^LTVi'&iNHflacT)-^*., v>;^j:<.i:t>— o^-^tj'^#:(C^*LT, J: 

15 .-r7^ci:^3*.. ;*:^HjtCci;i9, YGYRi ^mm^mLTl^^^mm. t (4:14)teffiL;t*ffl 

miimMm.f^^(Dm^^(Drziib(D:^mm(Dit'^!^<Di^mu^uizmmi^ 

25 WL'^wm^.^n^. 

^K>mmizu. ^^m<D^t^!^(Dmmt. mm^(D fgfrs (Dmmm. tu-jA) 
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z. tf)mm.tf^^rzisb. '^mit^<^\z^^m^^j:'omw-v^^mm^mifir^ 
5 iz^it^x'^. mmo:> Qonznm^^z. t^^'^mtu-ofz. 
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wo 2007/061130 



m M (D m m 



PCT/JP2006/323881 



1. fG¥n ^mmmm.\^xi^^mm. t{A;iA)i^mvrzmm^.i^tsm:Mm¥G?u ^ 
(I) 

R3 



R^ CO-TS^n-SS^/it^^-NR^ --e^$tl^S^.B*f -5 (^ff, R 

;i/Sv B^a^WLTV^TfccfcVi 5 ~ 1 OM^T^PT 'J — ;i/S*/i«BJ^S^ 
20 WL-TV^Ttjcj^Vi 3 ~ 1 0 M#^^#i^^7^PmiCS^.si}^-r'§>o) Tg^n-s 

25 _67;i^^>'l^S. B^*^WLTV^Tt)=tViC2-6T;i/^^;U*, B^*^WL 




(I) 
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10 



15 



20 



25 



Tl/iT'=bcl;liC2-6 7;i/4^::i;i/a. fiM^^W L-Tt/^T J: C 3 _ g n T 
Jl^)lM. M^S^W LTV^Tfe ctViC 6- 1 0^ 'J — fi^S^WLTV^T 



t>cl; 5 ~ 1 0 M 



T ;i' 3 S /t JSgJ^S ^ W L T T =b ct C 3 - 8 '> ^ n T ;i/ n ^ ^ 




W 




(^4^, R^:feJ;U:R^^i, ^tl-en^SiI LTTKmiM^, /NP^^t^I^^, 



T(/^Tfc cfcV^C 2-6T;1/4^-;I.S, SmS^WLTViT'b J:ViC 3-8 pT 
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PCT/JP2006/323881 



1 ■ 



,a3-' 




,a2 




,a1 



-g);R'^Ml. y h^i/S, xh^'>*, 1 - tin U i^— >/I/S> l-tf^Ui^::: 

. R '7{)^'y 2 -y h + '>x5^;i/ST$)-i), li^jc^ 1 (ciemcD 

. R2;0^'S^TySS7tliiC-CONV 



a 1 1 17 a 1 2 



V 



61 



wo 2007/061130 
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6. R^iO^vT/ CONHV\i « i^^. V^^MS, tK^II^; Ci, 

10 -.^7 )V=^)V^. c ^.^i^^ uy c i_6T;i^3^'>S^7t«c 3_8 V 

#lo . . . 

15 7. R^Ti^-^-CONHV^i ^ (^Pf, V^'MS, tK*]^^, c , _ e s 
20 9. Y't)^^ 



10. R^43j;r/R'';^)^'7K^J^^T$)-5, it^Jg U3tSt!cC0IS^m^#Jo 

25 11. r^t^^tK^j^^^, c i_6t;I/+;ws. C3_8->^D7;i/=^^;i'S^;^cJiC6_i 
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5 13. (I) n^^n^it^!^. hL<\t^(Dmm^mizn^^n^^. s 

N- (4- (6-5>Ty-,7- (2 -p^ h^^^v'X h^v-) -4-^y'j;i/) 

•^^i^- 2 --y)\/^uyx.zL)V) -N' - (4 - >';i/:to:7ain;i/) r^l/T, 

N- (2-^Dn-4- ((6-VT/-7- (( 1 4 - tf^U X 

10 ;p) -4-^yu;i/) ^^v^) :7a:-;i.) — n' ->'^pynt°;u 

N- (4- ((6-vTy-7- (((2R) - 3 - ( >?X5^;|/T ^ / ) -2 

- 1 H p^i/^/D ti;u) -4-^yu.;u) :^^~» :7xxji/) -n' 

- (4 - >';I/^p:7xz:;|/) -^ut, 

15 . N- (4- ((6-'>7y-7- (((2R) -2-bKP + '>-3- (1- 

k°p,U ixy). ypt:;i/) ^^t^v-) -4-*yu;i/), :7x-;i') -n' 

- (4 -7;i/:tP7xx;l/) r^i^y, . , 

4- (3-^PP-4 - (v^ pyp tr;i/y^ y ;^j;i/ji^x;i/) T^/v'xy 

20 4 - (3 -i7PP-4 - ('>^ P v°P tf;i/7A y i7;i/#x;i/) r5y:7x/ 

+ - 7- (2 -y h4^i^X h^^v^) - 6 -^y u >;^>'U4^4^+^5 H\ 
N 6 — P7°P t:;i/- 4 - ( 3 - ^ P P - 4 - {{{-y^uy'u \±}Vy ^ J) 

:^7;i.7j^x;i/) T^y) :7xy4^S/) - 7 -y h4^'>- 6 -^y U >:^;u^4^-y- 

25 N6- ( 2 -y h + '>X5^;U) -4- (3-^PP-4- {{{-^ ^ U^t uM 

;i/T^y) ;^;i/j}^x;i/) r^y) ^xy^^v) - 7-yH^pv-6-=t^yij> 

N6- (2 -7;i/^PX^;i/) -4- (3-i7np-4- (((i/^pypt" 
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N6-x^;i/-4- (3-i:7pp-4- (((v^ pyp t:;uT5 y ) 

4- (3 -:7;i/:tP-4- (vi^ pyp tr;PT^ y T^y:7i 
y^^iy) - 7- (2 h^vx - 6 -^y u >;^;uji^++>-^ h\ 

4- (3-^PP-4- (v^ pyPtf;i/T^ y ;^3ji/i}^x;i/) y^yyoiy 
=\^v) - 7- (2 - t HP^i/x h=i^'» - 6 -4^y ij >;^;U4^+it^ H\ 

4- (3-iJ7DP-4- (5y^ pyp y ;^j;uj}^x;p) T5y:73iy 

-7- ((,2S) -2, 3 -v't Hp=lr>':/Ptf;i/) :r+v-6-^y 

4- (3-^pp-4- (y 5 y ;^;U3i^x;i/) r^yyxy^v) - 
7 - y h - 6 ^ ^ y U >;^? ^ H / 

4- (3-i^7PP-4 - (x^;i/T^ y ;^;|//l^x;|/) T^y7:ry^v) - 
7 -y h=^^5y- 6 -^y U >;^;P4^^it^ H\ 

N6-y h^v-4- ( 3 p p- 4 - (((x5^;i/r ^ y ) ;^7;i/;j^x;i/) 
rsy) :7 3:y=^^->) - 7 -y 6 -^y u >;^;i/5j^+it5 h\ 

4- (3-i'pp-4 - (->^ pypif;i/r^ y ;^;i/4^xji/)' y :7aiy 

+ - 7- ( 2 -X h=|^'>x h4^i^) - 6 -^y u >;^;i/4^^-ti-5 K\ 
4- (4- ((v^ p^p tf;i/T5 y ) ;^>;i//}^x;i.) T^y^xy^v-) - 

7- (2 -y h^i/X h^^i^) - 6 - + y U >;^;l/7}f + +)-5 H\ 

N- (2 - yju^ta - 4 - ((6 7 -y h^v- 4 -^y 
u;i/) :t^->) ^xx;!/) -N' -i^^a-:fuh:)U^uy. 

N6- (2 - t Fp^v-X^^;!/) -4- (3-^PP-4- (((i^c^nfu 
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4- (3-^Dn-4 - ( 1 y ;^;i/At^-;i/) 75 7 7x74^ 

5 4- (3-i?PD-4'- (cis-2 - 7;U^P - D7°P tf;i/T5 7 

N6-p^^;i/-4- (3-^^PD-4- pypt:;i/T5 y) tlJl^ 

r^y) 7xy=^^v) - 7- ( 2 -y h=irvx h^v') -6- + yu> 

10 . N 6 ^y 5^;^-- 4 - (3-/7 PP-4- (((x^;uT^y) t 
sy.) :7xy^-» - 7 -y h^->- 6 -=^^y u >:*>;i/#4^-y-^ H\ 
4- (3-^PP-4- (v^pyp t!;i/T5 y;^;i/4^x;i/) T^y:7xy 
- 7- (2- (4 -^;i/5i^u y ) xN^^^v) - 6 -4^y u >;^>;^5l^+it 
15 , 4-(3-^pp-4- (2 -7;i/:tPx^;i/y ^ y ;^;i/;j^x;p) r^y:7 
xy^v) - 7 -y K+v- 6 -4^y u >;^7>/u4^*it^ 

N6 - (( 2.R) 7^ h 7 b H p - 2 - 7 ^x;i/y -4 - (3-^pp 
-4- (((y5^;i/r ^ y ) ;^;i/7j^x;u) r^y) :7xy^'» -7-yh^-> 

- 6 - y U > ;^ 4^ +1- ^ H , 

20 4- ( 3-7;u^P- 4- (ji.^jiy B. J tiJi^:=.jp) T.^y:7xy^v) 

- 7 - y h 4^ - 6 - ^ y u ;u4^'^-tt 5 h\ 

4- (3-i:7PP-4 - ((('>^ p:7°p y ) T^y) 

:7xy + ^) - 7- ((2R) - 2-hHP4^'>-3 - (l-tiPUvV) y 

p#^i^) - 6 -^y u >;t/;i//j^=lr+i-^ K, 
25 N6-y^;i/-4- (3-^PP-4- (((y^jiT B y) ;^;|/aH-;1/) t 
5y) :7xy^'» - 7- ((2r) - 3 ->?x5^;1/T5 y - 2 - 1 hp + v 
yp/if^>/) - 6 -=^ry u >;^;i/4^^+i-^ h\ 
N6-y^;i/-4- (3-ii7np-4- (((x5^;uT5y) t 
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^y) Zf:^J^l/) -7- ((2R) - 3 - vX5";i/T^ / - 2 - t Hp^>- 

^y)":7xy^v) - 7- ((2R) - 2-bHn^v-3 - (i-t:°nU>^ 
N6-p^5^;p-4- (3-^pp-4- (((x^;i/T^y) ;^;U7j^x;i/) t 

^y) :7a:y^'» - 7- ((2R) - 2-bHD=^>'-3 - (l-bPUSx 

y) T'p^t^^rv) - 6 -=\^y u >;^j;i^^^-9-a H, 

N6 -y:5^;p-4- (3 -^^pp-4- (((p^5^;i'T5 y ) 7: 
^y) :7xy^'» -7- (( i - y^;p^ 4 - fcr^^u p^h^^v) -6 

-^y U >;^;i'Ji^^1f^ 

N6-y^;k-4- (3-^PP-4- (((x^;uy^y) ;^;U7}^x;i/) t 
^y) >'xy^'» - 7- (( 1 -y5^;i/-4 -H^'U v;L') y h + i>) -6 

N- (4- ( 6 -vTy - 7 - ( 2 -y h^'>x i-^v) -4-^yu>/i/). 

:t^.'>- 2 - 7>)I/:tP7iX;U) -N' - '>^7 P 7°P tf;!/'^ UT, 

N- (4- (6^5^Ty-7- (3- (4-^;i/4^Uy) 7°P3j^^'>) -4 

-^yu;i/) :t+>':7xx;u) -n' - (3- (y 5^;i/;^;pjiNx;u) >'xx;i/) 

4- (4- ((v^ p yp h°;i/T'^ y ) ;^;i>4^x;i/) r5y:7xy + '>) - 

7-yi-^x-6- + yu H> 
4- (3 - y )i^u- 4 - ({2 - y )i:tujL^j]/7 ^ y) tiJV^—)U) r 
/ y y - 7- yh^i/-6-^y'j >;^;i'At^^-y-^ 
N6- (2 -X h + '>x5^;i/) -4- (3-i7DP-4- (((y^;i/T^y) 

t}j\/7i^n)i) ray) ^xy^i^) - 7 -y h^i>- 6 -^y u >:^>;i/3i^++f- 

4- (4- (3 -x^ji/>:7i/^ K) - 3 -:7;i/^p-7 3iy -7-y 
h^'>^y u >- 6 -;^7;u>}^^vU ^ Tv'^yF (2 -vTy x^;i/) T 

66 



wo 2007/061130 PCT/JP2006/323881 

N- (4- (6- (2 -i^7 y JL^Jl) tl JU/-^^^ )l- 7 - y h^zy- 4 - 

N6-^h + v-4- (3-^DP-4-.((('>^,pyptfji'T^y) 
T.5 y ) 7x y,+ s>) - 7 h^v- 6 -^y u >;^>;i/4^^-tj-^ h\ 
15 . 4- (3-^pp-4- {^^)V7^yti)V7i^:i.}V) r^/y^Ly.^i^) - 

7 - y h^^v-- 6 -^y U K 

N6-yh^v-4- (.3-^PP-4- (((x^;i'T5y) 
T^y) :7a:y 4^'>) - 7 -y h + v- 6 -=^py u >;^;i/4^^+)-5 K 

1 5. (I) T^^n^fb^!^, t> L < «^a^^ii#W(CfF^$n§ik\ ^ 

/iii^ne>c75l^ffi?P#j;^^ 4 - (3-^PP-4- pyp b°;i/T5 y 

y^y^jiy^^v) - 7- yh + i>-6-^y'j >;^;i//i^^-ti-5 H\ 
rc\t^n^(Dmm^mf)^. 4- (3-^pp-4- ('>^p:/p tr;i/T^ y;^ 

67 



wo 2007/061130 



PCT/JP2006/323881 



> 248", 249, 370, 371, 373, 380, 384, 391 43ct U^' 650 (DT ^ ^ ^. 

1 8. ^MMFGFR3 75t, iE^iJ#^: 2 (CfBfl^^nfcT^ 7 ^IB>iJ(c43ViT, R248C, 
S249C, G370C, S371C, Y373C, G380R, F384L, A391E. K650E, K650M, K650Q :fe 

19. . mm^^. #^'l4#Mll©ifflMT$)'5, ItsJcJS 1 ~ 1 6 (DW-rnTS^— :aiCfB 

2 1 . TIB-IS.^ (I) -e^^n-sik-^j^, L< ti-?-coSfi^6g(;irF^$n§^, 

-m^ (I) 

R3 



[ic (I) 4^, RMS, ^-v'-v^-v^ (^cfi, vMi, mm&^mLxi^ 

^ ZIYI'S, x;L//iNn;i/^, ^- c on R ^ -TS^n-s 

s, ^- s OaNR^-TS^n-s^, 5?;-NR^so2-"e^$n^x, j^-n 




(I) 



68 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



tjcfc 5 ~ 1 0 M^5^P T U — ;i/S*^c«g^S^^ UTV^T t)ct 3 1 
^WbTViTfc cfcVi 5 ~ 1 0 m.^v-ur \)—)V^. B^S^W UTt^iTfectVi 



7 ;i/ :3 ^ * ^ W b T T J; C 3 _ 8 >- ^ P T ;i/ ^ ^ S 




R^ 



w 





6, -HPS, Ta/S, «^^^WLTViT=b J;ViC i_6 7;p=^^;i/a 

69 
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T T cJ; C 2 - 6 7 — ^ % L T T J; C 3 _ 8 '> □ T 

15 .TViT*>cfcliC 2-67;l'^:::;US, SSI&^W LT V^T =b d: t/i C 2 - e 7>'l^+^ 

20 2 2. R i_6T;l/^;i/* (fc7"c L, R ' «C 1 _6T;i/+;i/S^W LTV^Tfe 
25 2 3. K'ii^:f^^)Vm^rM^ 




wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



1 - e s^- 



24. R"i;0^^p<5^;i/SS?t«2 -p^ h=!r>^X^;i/S-e$)'5, listed 2 l iClSDcOD 



J;(/iC a-eT;!/^^^^;!/^, SmS^.W LTt/i.T feet ViC 2-6 T^W^^xjl/S, 



71 



wo 2007/061130 



PCT/JP2006/323881 



2 9 . Y ' -^^^ 



3.3. -^st (I) -e^$n-g)ib-&#», L< «-€-®^3ffi^6g{cfF^$n-g):te> * 
fc « ^ n ^ ^ ^«*o 

N- (4- (6 -iyyj - 7 - ( 2 - ^ h^vX v) -4-=^.yU;i/) 
^^v- 2 - P ^'x.x;!/) -N' ^ ( 4 - P 7 3^X>) "^l/.r, 

N- (2-i7DP-4- ((6-^Ty.-7- (( 1 -^5^>/I/-4 - hf^U 

h + - 4 -^y u;u) y±:^)i) -n' .-v^pypti;!/ 

N.-^ (4- ((6-'>7y-7- (((2R) -3- (>^x^;i/r^y) -2 
- 1 HP4^'>ypt!;i/) :t4^>^) -4-^yu;i/) :7ix;i/) -n' 

- (4 -y)l:tny j^-ji) yu7. 

N- (4- ((6->'Ty-7 - (((2R) - 2- t:HP + '>-3 - (1- 

ifPUv^y) yptf;i/) -4- + yu;i/) :7xx;i/) -n' 

- (4 -:7;1/:^p:7 jix;p) 

4- (3-^PP-4- (>^^p-/Phf;i/T^ y;<7;i-5l^x;i/) 757:70^7 



R 



71 




72 
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4 - ,(3-^Dn-4 - (z^i^ ay' a \i JVT tiJl:!^-)l) T ^ J y x. y 

N 6 - >^^:7 pyp ti;i/- 4 - (3 - iJ7DD- 4- ((O^^ u-^u^ji^r ^ y) 
tiJi^-::-jv) y^y) :7xy^x) - 7 -p^ h + i/- 6 -^py u >;^?;^4^^+^ 
N6- (2 h^'>X^;L') -4- (3-i^Dn-4- (((vi^nypbf 

;i/y^y) ;^;i/7}^-;i/) r^y) :7xy^r>') - 7 h^s^- 6 -=^^y u > 

.. N6 ^ (2 -:7;i/:^nX5^;U) -4- (3-i7DD-4- (((v^:? D ti 

;i/T^ y ) T^ y ) 7xy=^'» - 7 -y^ h^i^- e - =^y v > 

N6-pth^'>-4- (3-^Dn.-4- •(,((->^nyntf;i/T^y) tDl' 
7j^-;i/) y ) 731/ - 7 h^'>- 6 -^y u >;<7;pji^^+h^ F\ 
N6-^^;i/-4- (3-i:7PP-4- ((('>i7 d^p t:;UT^ y ) 

y^y) ^xy + v-) - 7 - ^ 6 - + y U >;^;u4^^it5 

N6-x^;i/-4- (3-^pp-4- ((ii^^ uy'uEjuy ^ y) 

y^y) 7xy^'>) - 7 h^^v- e -^y u >;^;i'4^++)-5 H\ 
4- (3-7;i/^P-4- ('>i7 pyp tf;i/T^ y T5y:7x 

y^zy) - 7- (2 -y h^>-X - 6 - + y U >;^;i/:?l^=^1t5 H\ 

4- (3-^pp-4 - (vi' P7°p ti;i/T5 y ;^;w4^x;p) y^y^^y 

-7 - (2 - t Kp^P->x h^t^v') - 6 -4^y u + H\ 

4- (3-^^pp-4 - (i>^ pyp tf;i/T5 y :^;i/At^'x;i/) y^yyx.y 
^'y) - 7- ((2S) -2, 3 -i^^t Hp^^yp tf;i/) :t+>--6-^y 

4- (3-i7pp-4- (y ^;i/T5 y ;^;i/Ji^x;i/) 75y7xy^'>) - 

7 -y h=!rS>- 6 -^y U >;^;i//i^^it5 F. 

4- (3-iJ7pp-4- (jL^jiy ^ y T^y^xy^v-) - 

73 



wo 2007/061130 PCT/JP2006/323881 

7 - h + -> - 6 - y U ^l/^^^+l- ^ h\ 
N6-^h^'>-4- i3-^UU-4- (((X^;l/T5y) t))l:^ZLJl) 

- 7- (2 -X h=^^->x h + ->) - 6 -^y U >;^;i/5i^+it^ H\ 

4- (4- ((S/^D>^nt:;l/T5y) tlJl^:^)]^) 7 ^ / y ai y ^i^) - 

7 - (2 h^vx h=^^>') - 6 >;^;W5i^=^^+i^^ h\ 

N- (2 - y JV:tU - 4 - ((6 - tJ )\^ n'E^ )V - 7-><h=^^^>-4-=^^y 
U^W) ^t^v) :7 3:X;i/) -N' -i^^U'fU\fi)V^U7. 
. N 6 ( 2 - b H P^'>X^;i/) - 4 - ( 3 - ^ □ D - 4 - pyp 

tf;i<T^/) ;^;uzKx;i/) 75 7) :7xy^>') - 7 -y h4^'>- 6 -^y U 

4- (3-^pp-4- (1 -:/p b^UT^.y ;^;p;j^x;u) r^y^'iy^ 
- 7 -y h^v- 6 -=!ry u >;^;;i/^^+i-5 

4-(3-^^PP-4-(ci s - 2 - 7;i/:tP-'>^ P^P t!;i/7'5 y ;^7. 

;i//i^.x;i/) y :7aiy ^'>) - 7 - y h^'>- e -^y u >;^;i//}^=!rti-5 

N6-y5^;i/-4- (.3-^pp-4- (((s/^ p^p tf;ur 5 y ) 
x;i/) T^y) >'xy^ri>) - 7- ( 2 -y h^>-x h^^y) - 6 -=^y u > 

N6-y^;i/-4- (3 -^pp-4- (((x^;PTsy) 7 
5y) 7xy + ^» - 7 -y H^^i^- 6 -4^y u >;^;i'4^+-t^-5 H\ 
4- (3-^PP-4- (^^ pyp t:;pT5 y ;^;i/4^x;i/) T^y^xy 

- 7- (2- (4-^;^4^uy) xh4^->) - q -^y ^)>ti)VTf^^^ 

4- (3-^pp-4- (.2 -y )V^ujL^)V7 ^ y ts 7^jy 

:x.J^iy) - 7- yh^r'>-6-=^^yU ;i/4^=t^-tf 5 H, 

N6- ((2R) 5^ h KP- 2 -:7^x;i/y^;i/) -4- (3-^pp 
-4- (((y^^UT^y) ;^7;i/3j^x;i/) r^y) :7xy^'» -i-y^v^i^ 



wo 2007/061130 PCT/JP2006/323881 

4- (3 -y an- 4- ((( P^n t:;i^r 5 y ) y^y) 

5 y:iiy^zy) - 7- ((2R) - 2-l::Hn^v-3 - (l-lfPU>^y) ^ 

N6-p^^;U-4- (3-^PP-4- (((y^J\^7 2^ y) tJJl^ZDl) T 
5/) !7a:/^'»-7 - ((2R) - 3 - vX^;i/T ^ / - 2 - t F P =1r '> 

:^p^^r':>) - 6 -:^y u >;^7;i/j}^4^it^ h\ 
10 ,N 6 y^^)l- 4 - (3-^pp-4- (((x^;i/T^y) t 

S.y.) yaiy^iy) - 7- ((2R) - 3 - >^x^;UT ^ y - 2 - b H P + ^> 

N6-p<^;i/-4- (3-^PP-4- ((0^;UT5y) ;^7;i/4^::i;i/) T 
^y) 7 3:y=\^i/) - 7- ((2R) - 2-t:HP4^'>-3 - (l-tfP'Jv^ 

15 y) :/P3if^->) - 6 -4^y u >:^j;i/il^=t^-!t5 h\ " 

■ N,6 -^^;i/-4 - (3 -^:7 pp- 4 - (((x5^;i/T5 y ) ;^?;i'jj^x;i/) T 

^y) 7xy4^'>) - 7- ((2R) - 2 - b F P^lr.v- 3 - (1 - t: P U V 
y) yp7jf^^5>) - 6 - + y U >;^>'l/^i^^rit^ F\ 

N6-y^>'i/-4- (3-i;7PP-4- (((y^;i/T^y) tiji^^^)i) 7 
20 ^y) y x^y^zy) - 7 - ((i - y 4 - u vjp) y h^-» -6 
- ^ y u > Ji^ 4^ it 5 H\ 

■N6-y^;i/-4- (3-^pp-4- (((x^ji/T^y) ;^;i.7i^x;i/) t 
^y) 7aiy4^'» - 7- ((1 - y^;i/- 4 - b^u yh + '>) -6 
-^y u >;^;p^=^^it^ F\ 

25 N- (4- (6-i>7y-7- ( 2 - y h + vX h -4-4^y'J;i/) 

^^v- 2 -:7;i/:tP:7xx;p) -n' ->'^pyptf;i/'i7i/T, 

N- (4- (6-v'yy-7- (3- (4 -^;1/7}nU y ) :/P7}t^'» -4 
-^yu;i^) :t^i/:7xx;i/) -n' - (3- (y 5^;^x;^/j^x;^) :7a:x;i/) 

75 



wo 2007/061130 PCT/JP2006/323881 

4- (4- nyo b°;i/T5 y ) ;^;i^At^-;i/) T^y:7xy^^>) - 

4 - (3 -y jv^u- 4 - ((2 -y Jl^njL^jiT ^ y) tiJl^zDi) 7 
5 ^y:7xy^^>) - 7 -y h^^i/- 6 -^y U >;^;i/5j^=t^+i-5 H\ 

N6- ( 2 -X h^rvX^;!/) -4- ( 3 -^7 PD- 4 - (((y^;PT^ y) 

4- (4- (3 -JL^)V^U^ V) - 3 - y)V^U-y a^J ^iy) - 7 - 
10 h^zy^y >- 6 ^t!)V-^^zy^Jy ^ Yi^yV (-2 - vT y x^;P) T 

N- (4- (6- (2-xTyx^;U) ;^;i/y\^r'i'.;i/- 7 h^^^v-- 4 - 
^y u;i/) :^=^>'- 2 -7;i/:to7xx;i/) -n' -v^p^d tfv'i^'^^UT 

4- (3-i:7pp-4- a^'^ ny'aiijiy ^ y T^y^xy 
20 ^v) - 7 -y h + v- 6 -+y U >;^j;i/7j^^P1t5 H, 

4- (3-i^pp-4- (x^;UT5 y ;^?;U:i^x;i/) 75y:7xy^->) - 
7 - y h + 5> - 6 - ^ y u 5 H\ 

N6-yh^i^-4- (3-^pp-4- ((('>^ pyp fc°;i/T5 y ) 
T^y) :7xy^v) - 7- y h^^-6- + yu >;^;i/Ji^^-tj-5 
25 4- (3-i^pP-4- (y^)i7 ^ y ti)iyi^~JV) y^yy:jLy^-» - 

7-y h4^'>-6-^y'J >t})l^^'^B. F 

N6-yh + >'-4- (3-i:7PP-4- (((X^^JI/T^ y ) ;^;i/;l^x;U) 

76 



wo 2007/061130 PCT/JP2006/323881 

3 5. (I) -cm-^n^it^m. ^L<{t't<Dmm^m\zn^^n^m.. s 

5 Tciftn^CDmilMum^^. 4- (3-^ DP- 4- (S^ii7 D7°P y ;^ 

J:z^^^m¥G¥u,^^mvx\^^^mm^^'^u^.m•^^<^m^-^n^{>fJ:< th- 
is -D^^ts^m^nMm-^-sb^. mMm2 1--^3 6(D\^^-rn^^--mi,zum.(Di^m . 

> 248, 249, 370, 371, 373, 380, 384, 391 43=1; 1/ 650 ©T ^ y ^^0^ . 

20 , m^i^L^'^tsh<D~^'$>^\ mjk^s 7 iznim(DmmMo 

3 9 . FGFR3 7!)^, K^iJ#^ : 2 iZ$^m^nrz7 2. y ^SH^iJtC43t/iT,R248C, 

S249C, G370C, S371C, Y373C, G380R, F384L, A391E, K650E, K650M, K650Q :fe 

KT^^, Hf^«3 7{CHB*feco?&;^^Jo 
25 4 0. TtB-^^(I) Tg$n§^b^#l, L< ti^c75^S#fii){c:f1^^^n§J^, 

u< th—D<DmmizM-r^ihmmo 

77 



wo 2007/061130 



PCT/JP2006/323881 



(I) 



10 



15 



20 



25 



r3 




(I) 



(I) ^, RMS, ^-V^-V^-V^ (^^4^. VMS. K^S^WLTVi 
R^CO^T^^n§»*/i:«^-NR^--e«^n<5SS:.^i*-r-5 (^«t>, R 



MS, ;^<mj^^> g^a^WbTv^Tfc^ViC i_6r;i/^;i/*S7tJSM^S^# 

LTV>TfcJ;ViC 3_8 PT;W4^;WS^.&i5|^-r'2)c) ; VMS, tKSI^^. SISI 



ONV^^^V^^^ (^pf,^ V^^MS, tKP^M^, fi^S^WLTt/iTfecfcV^Ci 

-eTJi/^^PS, a^^^WLT(/iTt)=ti/^C2-67;p^-;i/S, s^s^wl 

fecfct/^ 5 ~ 1 OM^T-QT U — ;i/a*7ttSW^S^W LTV^Tfect 3 ~ 1 

78 



os^^^#:^^^i=i^^:^^.s'*-r^ : V'-'iMs, 7\<mm^. 



wo 2007/061130 



PCT/JP2006/323881 



r ; W ri" 4^ S ^ a ^ S ^ W L T V i T V i C 3 _ 8 ^> ^ D T ; 1/ =1 ^ i> S ^ m 




79 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



mm^^Lxi^xhj:i^ 3 ~ 1 0 m^^Wrm^5^am^m^M^■r 



4 2. R^7j>^^^;i/»*;^::Ji^ 




>a2 




1 - ep u >?^;i/ 



1 - 



4 3. R'7&^^^^;U*^rc:«2 -y h=^^->X^;|/^T$)'g), stJ^Jg 4 0 tCfSffecD 



TV^T feet i/^C '>^7 nT;U4^;i/S> MJ^S^W LTt/^TfeckV^C 6-1 o7 U 



80 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



iT 

4 7 . R^ji^'^- CONHV^ (iC'f, V^^ni, tKSI^^, ^^JUSSfcttpC 
4 8. Y ' 




49. R ^ *5 tJ?R ^ t!)^' tK^I^^T^ It5tc3l 4 0 (ClBf^O^^^^Jo 

5 0. R°;5^'7KSJ^T> C i _ e C a^s^^ ^ ^7 J\^^,J\^M^rz\tC e- i 

4 0 izi^mcD^WMo 



N- (4- (e-v-ry-?- 



81 



wo 2007/061130 PCT/JP2006/323881 

:t+i>r 2 - :7;i/:tP 7 a:— -N' - ( 4 - >' □ 7 i ^V7. 
N- ^ - ((6-'>Ty-7- ((1 -;<5^;i/-4-k°^U V 

y h + v) -4-4^yu;i/) ^t^v) 7x:i;i/) -n' - n^^n t:;i/ 

5 N- (4- ((6-i>Ty-7- (((2R) -3- (-:>X^;i/T5/) -2 

- b F n^i>yn ti;p) :t4^'>) - 4 -=^^7 U :t^'» /7x-;i/) -N' 

- (4 -:7;i/:tp:7x— •^i/ri 

N- (4- ((6-'>Ty-7- (((2R) - 2 - t F n=\^ v- 3 - (1- 

,10 - (4 — :7;i/:tn:7x— r^VT; 

4- (3-i^pn-4- (>'i?P^Ptf;i/T5y;^;i/7l^-;i/) y :7x/ 
=\r'» -.7 - ^ h^^v- 6 -=^r y u >;^7;i/4^^-t>-5 H, 

4- (3-^7pn-4 - ii^^ u-:fii\i)V7 ^ >f ti)\^^:^M T^y^xy 

=lr'» - 7- (2 -y h4^vx - 6 -^y u >;^;i/4^4^+i-5 H, 

15 N6 -'>^nyptf;L'-4- (3-^:7PP-4- (((v'i7.pyDtf;ur^y) 

N6- ( 2 - y h4^i^x^;i/) - 4- (3-^pp-4 - (.((v^:? pyp t° 

y) ;^;.i/7i^x;i/) r ^ y) :7xy ^x) - 7 - y h^v - 6 -^y u > 

20 

N6- ( 2 - >'>'l/^PX^;i/) -4- (3-^PP-4- (((v^PyPt° 

;i/T^y) ;^;w4^x;i/) y^y) :7xy^S/) - 7-yb^'>-6-^yu> 

N6-yh^v-4- (3-^pp-4- (((^>^ pyp t°;i/7^ y ) 
25 At^x;i/) T^y) 7xy^v)-7-yh + '>-6-4^yu >;^;i/4^^+t-5 H\ 
N6-y^;i/-4- (3-^pp-4- ((('>i7Dypt:;i/T5 y ) 
x;i/) T^y) :7xy + ~>) - 7 - y 6 -^y u >;^;i/3}<4^+)-$ H\ 

N6-x^;u-4- (3-i^pp-4- (((v-i^ P >^Ptf;i/T^ y ) ;^7;i/:^ 

82 



wo 2007/061130 PCT/JP2006/323881 

4- (3 -:7;upt-n- 4 - n7°D h°;i/r ^ y ;^7;i/4^::i;i/) r^yyx. 
4— (3-i^DP-4- (v^ P7°Ph°;i/T5 /;^>/l/4^x;i/) 757:7x7 

5 ^i^) -7- (2 - t KP + vX h^^-) - 6 - + 7 U >;^;i/4^^ita H, 

4- (3-^PP-4- (v^:? pyptf;i<'T5 7;^?;i/:!}^x;i/) 757:7x7 
=1rv) - 7- ((2S) -2, 3 -$>b F P^^^v-yP t:°;i/) :t=^^ v - 6 - 7 

4- (3-iJ7PP-4- (7^;WT5 7;^;i/7i^x;U) T5 7 7x7+'>) - 

.10 7 -7 h^'>- 6 -^7 U >:^;;i/4^^it5 F, 

4- (3-i:7pp-4- (x^;i/T5 7;^;;i/7j^x;u) T5 7 :7x7=^'» - 

7 -7 F^->- 6 -=»^7 U >:^;UJl^^1i-5 F, 

N6-7F^v-4- ( 3 p p- 4 - .(((x^,;i/T5 7) ;^;U7i^x;p) 
T57) :7x7=i^->) - 7 -7 F^v-- 6 -=^^7 U >;^r;i/4^4^+l-5 F. 
15 4-(3-^PP-4 - (i/iJ7 Pyp tf>!l/T5 7;^;i/7}^x;U) T5 7 7x7 

^v) -7- (2 -X F^'>x F + S/) - 6 U >;^;Pji^'=\^t»-5 F, 

4- (4- p:7°p t!;i/T5 7) ;^;i/4^x;i/) r57>'x7 4^i>) - 

7- ( 2 -7 F + >-X F^lri^) - 6 -^7 U >;^j;i/>1^^-th5 F> 

N- ( 2 - :7;i/:t p - 4 - (( 6 -;^7;p/^'t-r;i/- 7 - 7 F + '>- 4 -=^7 
20 u;i/) 7xx;i/) -N' - p^P UT, 

N6- ( 2 - b F P + '>X^;l/) -4- (3-^PP-4- (((i^i^pyp 
t:;i/r5 7) ;^»;1/aI^x;|/) T57) :7x74^i» - 7-7F^'>-6-^^7U 
>;^;1/4-n4^+I-5 F, 

4- (3-^PP-4- ( 1 -7°p if;i/T5 7 ;^;i//J^x;i/) T5 7:7x7 + 

25 i^) - 7 -7 F + >-- 6 -4^7 U >;^;i/4^+-y-5 F, 

4- (3-i:7Pp-4- (c i s - 2 -:7;i/:^ p- p:7p hr;uT5 7;^ 

;W3j^x;i/) T57:7x7=^^v) - 7- 7F=^->-6-^r7U >:^;i/^+-9-5 F. 

N6-7^;v-4- (3-^7pp-4- ((('>i^p:7Pb;i/T5 7) 

83 
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^)]^) 7^^) 7x7^ ->) - 7- -6-4^y>J> 

^y) -^oiy^irv-) - 7 -y h^>- 6 -^y u >;^;L'AH+-tf-5 

^v) -7 -.(2- (4 -^:;i/4nU y ) xh=t^v) - 6 - + y u >;^;p#^+)- 

4- (3-^np-4- (2 -y)\^-tnx.'^jvr ^ / t}JV-^r.)V) r^yy 
xy ^v) - 7 -y h=^f 6 - + y U >;^;i'5i^^+i-^ h\ 

10 N6- ((2R) X h^k Hp- 2 -^^x;i/y^;i/) -4- (3-i:7PP 

-4- (((y^;i/T^y) ti)i:>^:i)i) r^y) :7xy^-» - 7-yh=^^'> 

- 6 -^y u >;^;i/3i^^+i-^ H\ 

4- (3-7;i/^p-4- (x^;l<t^ y ;^;i/7}^x;i/) r^y^xy^^^y) 

- 7 - y H ^ s> - 6 - ^ y U >;^; ;pi}^=t^-tf 5 F\ 

15 4- (3-^pp-4- pyp h!;i/T^ y ) ;^;U4^x;i/) 75 y ) 

7xy4'>) - 7- ((2 R) - 2 - t H P + v-- 3 - (l-tiPUvy) 7° 

p#+'» - 6 - + y u >':^>;i/4^++i-5 H>. 

N6-y^;i/-4- (3-i7PP-4- (((y^;P75y) ;^;i/;i^x;i/), 7 
^y) :7xy^>') - 7- ((2R) - 3 ->?x^;|/75 y - 2 - k h p + s> 
20 •:fu-!ii^iy) - 6 -^y u >:^;i/j}^=^it5 Hv" 

N6-y^;i'-4- (3-^pp-4- (((x^;i/75y) ;0;i//}^x;i/) 7 
sy) :7xy^i^) - 7- ((2R) - 3 - vx^;i/r 5 y - 2 - 1 hp^>^ 

y°nr^^-» - 6 -^y 'J >;^;i/^4^-y-5 

N6-y^;p-4- (3-^PP-4- (((y^;i/75y) ;^j;i/7i^x;i/) 7 

25 ^y) :7xy^'>) - 7- ((2R) - 2-I::HP + '>-3 - (l-tfPiJv 

y) ■yp#::^>') - 6 -4^y u >;^;i/^4^it5 H\ 

N6-y5^;i/-4- (3 -^on- 4- (((x5^;i/75 y ) ;^^;i//j^x;i/) 7 
^y) :7xy=^>') - 7- ((2R) - 2-tKP + >'-3 - (i-tiPUv 
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N6-y5^;i/-4- (3-^DP-4- (((y 9^;i/T^ y ) y 
^y) ^xy^^v) - 7 - (( 1 -y^;i/- 4 - tr^u yh^^) -6 

N6-y^;i/-4- (3-^DD-4- (((x5^;i/T5 y ) t 
7iy4^v) - 7- (( 1 -y^;i/- 4 -b°^u s^;!/) yh=^>^) -6 
- + y u >;^;i/7}^++i-5 F. 
N- (4- (6-5/yy -7- (2 -y h^i/x h4^'» - 4 -=^y 

N- (4- (6-'>yy-7 - (3- (4 u y ) yD7t?=^^-» -4 
-=^yu;i-) ^=\^'>^xx;i/.) -n' - (3- (y 5^;i/7.;i/3i^xji/) ^'xx;!/) 

OUT. 

4- (4- ((v^DyDhf;i^r5y) ;t7;i/>i^x;w) T^y^^xy^v) - 
7 -y h^->- 6 -^y u >;^;i/>i^^+i-^ F, 

4- (3-y)V:ta-4 - ((2 -:7;i/:^Dx^;i/ys'y) ;^;;i/>i^x;i/) t 
$ y.^'xy ^v) - 7 - y h^'>- 6 u >;i^;i/Ji^^-tt^ F\ 

N6- ( 2 -X h+.v'X^^;!/) -4- (3-^PD-4- (( (y 5 y ) 
T^y) 7xy^'» - 7 ^y F^x- 6 -4^y u >;^;i/4^4^it 

^ F, 

4- (4- (3 -x5^>ii/'^K F) - 3 -:7;i/:tn-:7xy^'>) -7-y 

F + v+y U >- 6 -;^;i/4^=^>^ U -y^ rx>:/F ( 2 - y X5^;i/) r 
^ F . 

N- (4- (6- ( 2 -5>Ty x5^;i/) ;^;i//x^-r;i/- 7 -y F4^'>- 4 - 
=<^yu;P) 2 -:7;i/:tp:7xx;i/) -n' - d^p t:;i/r> 1/T 

3. -i^^ (I) -cm^n^it-^!^. 'bL<\t^o:>mm^^izf^^^n^^. * 
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4- (3-^PD^4 - (i>^ pyDt:;i/T^ T^y^o^y- 

5 7 -p^ h^v- 6 -^y u >;^;i/4^4^+f-^ H\ 

N 6 h^->- 4 - ( 3 -^.n □- 4 - (((->^ n^o tr;i/T5 y) 

y) v'xy^ri^) - 7 h + i/- 6 -=^y U >;^7;i/4^4^+f-a h\ 
4- (3 -^pp-4- (p<^;i/Tay;^;i/7if:i;i/) T^y^xy^S/) - 
7 -y h=^>^- 6.- + y u >;^;i//}^^-y-^ F , 

10 ^^ZS 

N6-yh + >'-4- (3-^PP-4- (((X^;l/7'5 y) 

T^y) ^oiy^^v-) - 7 -y i-=^^>'- 6 -^y U >;^;uji^^tf-5 K 

15 5 4. (I) x-m-^n^it^m. hL<it^(Dmm^mizn^^n^m.. s 

^Ji.^n'=){7)?^^^q#i5{)i\ 4- (3-^pp-4- (v^ pyp y :^ 

75 y 7aiy^v) - 7 -y h^^v- 6 -^y U >;^;i/7j^^it5 

20 5 5. -is^ (I) xM^n^^t^'^^ 'bL<i-^^(Dmm^mzt^^-^n^m. s 

/iti^nb(^^i«fat/jO^\ 4- (3-^pp-4 - (->^ pyp e;i/T5 y ;^ 
T5y:7xy^v) - 7 -y h^'>- 6 -=t^y U >;^;i/4^^+i-5 H 

5 6. FGFR3 ^ii^J^HLTVi^^ffll^, t (4: 14) Lfc*fflM43i:D^^^^ 

25 MFGFR3 ^^iiL.TVi'5M^/0^e»7^j:'2>a^75^e)ji^$n-g)^^7^j:< izt^^-^^-aO 

p^BTfe^, gt*^4 0 — 5 5 (Dt^i-rtlTS^— ^(Cfemc^r^i^^Jc 

5 7. '^SMFGFRS*^, SH5^|J#^ : 2 {ClBilc^n;tT 5 y ^IB^JtC^Sl^T. pH 

> 248, .249, 370, 371, 373, 380, 384, ^^XS (D7 ^ y Mtf^^ts.^ 

86 
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PCT/JP2006/323881 



8. ^^MFGFRS 7&^\ ia^ii#-^ : 2 ^Z$^m^tlt^7 y ^gS^'Jt^^SV^T, R248C. 
S249C, G370C, S371C, Y373C, G380R, F384L> A391E, K650E. K650M, K650Q 43 



R^CO-T-^$n'5.SSfc«iC-NR^-T^$n§*^.siJ*-r^ (^4^, r 
aM*^WbTViTfecJ:t/i 5~ 1 OM^T^nT 'J-;i/^*;^ctta^»^ 



R3 



I I 




(I) 
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fccfcVv5~ 1 0M^5^DT U -;PSS^c«MSlS^WLTViTfc=tV^ 3 ~ 1 

BJ^^ ^ W L T V i T =fo ct c 2 - 6 7 n . ^ W U T T d; c 3 

Y ^ ^ . . 

R^ ^ 



_7T;m4^v;^;i/4^n;i/SSfc«iC- CONV^ • (^^^ V'^^zsv 




88 



wo 2007/061130 



PCT/JP2006/323881 



«^^»^WLTViT*)J;Vi3~l 0 M^^^Si^^T^P^^a^.^i^t- 
(I) . . 



R3 R'* 



I I 




(I) 



89 



wo 2007/061130 
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TV^Tfecfc ViC 2-6 ^-'l^^ — >'I^S, LT WTfect V^C 3_8 PT 

y ;i/ n + * (ifi^S & W L T ViT J:: c 3 - 8 ^ p 7 >'l^ ^ ^ 

R^ 





90 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



. B^S^W LTV>T feet ViC 2-7 7 '>;USS^J^B^»^#LTVi 

RMi. tK^J^^, S^a^^UTl^T fectV\C i_6T,;i/^;P*, SM^^WL 
TViTfe J::ViC 2-6 7>'l^^ — gM*^ W LT V^T J; C 2 - e — 

-So] 



(I) 




R3 r* 
O 



(I) 



25 



[iC (I) ff, R'«, ^-V^-V^-V^ (^tf, VMS, sms^WUTVi 



91 
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10 



15 



20 



25 



^- S O2 N R ^ -Tg^n^S, ^-NR« S O2 -TS^n^SS. ^-N 
R^ CO-T*$tl§SS7t«^-NR' -T-^$n-SS^.&i5fef -5 (iC4^. R 



^WLTV^T J;V^ 5 ~ 1 OM^T^PT 'J — BMS^W V^T t^J; 



T ;H3 + S Hg^S ^ # b T T ct l/i C 3 _ 8 ^ P ^ >'l^ ^ ^ S ^ 



92 
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10 



15 



20 



25 



.w: 



TViT feci; l/^C 2-6 7>'^^ — ^l^S, B^S.^.WL'TViTfeJ;t/iC2-6^>'^* — 
6 2. FGFR3 ^jg^J^?iLTVi-5^flS. t (4 ; 14) fej^ LfciMfla^S FGFR3 

93 
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PCT/JP2006/323881 



10 



15 



20 



25 



(I) 




R3 

I I 



(I) 



^- SOsNR^-T^^n^S. iC-NR° S O2 -T^^n^S, ^-N 
R^ CO-T^^n^*^fcttiC-NR^ -T^^^a^S^.^i^T'S (iCft", R 



94 
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R^ 



TViTt) J:t/iC 2-6T;U^r-;l/S. B^S^WUTViT^foctViC 2-6 + — 




95 



wo 2007/061130 
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-Jim.. fi^s^^fi-LTi^Ttj^vi 3-1 0 m^^^mm^y^om^&^M^-r 
(I) 



R^co-i?s$n'g)S^?tti^-NR'^-T^$n-g)S^.^i¥fe"r^ r 



R3 R4 



I I 




(1) 
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10 



15 



20 



25 



8 vW? A 




R 



R'>v4\'-^ 



,.w: 



w 




mm 
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^7'j::S«^?5^^>ii#i^n^ii'^/ci:< <i: - cD 3^ H (3 ^ "T -5 

fi^tcfF^^n-s:^, ^rcu^n^<Dmmmm comma 
(I) 



R° CO-T^^n-SS^i^cti^-NR^-TS^tl^S^.^i^^^ (^4^, R 



R3 r" 



I I 




(I) 



98 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



T ;P n ^ S fSB^* ^ W L T T =b cfc C 3 _ 8 V P T ;m =^ v» 



20 



25 



w 




W 
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6 5. FGFR3 ^iS^J^^LTVi^ifflfla, t (4; 14) fej^ L/iifflBa^=fc^"^SM FGFR3 
^ ^ ^ L T V i -5 M IS 75^ e> T^cC -5 1¥ jO^ ^> il S tl § ^ < t' =b - -1:3 ^ ^ <*: {3 

(I) 



R^CO-T^$n^X^/!:tS^-NR^-TS^n^»^.«i*-r'5 (^i^', R 



R3 R'* 



I I 




(I) 
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M^S§WLTV^Tt)J;Vi 5 ~ 1 0 M^5=-o T U -;i/SSfc^iB^S^ 
TViT=bJ;ViC2-6^>'l^+— g^S^WLTivTfecfcv^C 3_8 

fcJ:Vi5~l OM^^PTU — ;wa^/!:«g^*^# LTt/^T feet t/i 3 ~ 1 

3~i 0M#^^#;{^^7=-n^^S, 7Ki^S> g^S^W LTi^Tfecti/VC 1 _6 
r ; 1/ + S ^ ^ it S ^ W L T V i T ct i C 3 _ 8 V ^ P 7 ; l/in + S ^ .a 

R^ 
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25 



R3:fecJ:t5Rni,. ^n^'n^festLTTK^MT, g^^^W LT V^T feci; l/i C i, 
TViTticfcViC 2-6T;i/^n;i/S, SMS^WL'Tt/^T'focfcViC 3_8 DT 

(I) 

I I 
,.N 




o'^'"Y 

o 



(I) 



(I) RMS. ^-V^-V^-v^ (^4^. VMl. 
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10 



15 



20 



25 



-67;i/+;i/», B^S^WLTV^Tfecfcl/iC 2-6T>'K^^->'l^S, Bi^S^WL 
TViXfecfcl/iC 2-6 5';i/^^;i/S, B^^^^ UT(^iTt)=fct/iC 3_8 

BJiS^^ LTt/^T feci; V^C 2-6^^1^+— g^S^W LTV^Tfeck V^C 3 



103 
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W^S$:WLxTViTt)ci:ViC2-7 7S/;U». S^^^W UTViT'bcfc C 2 



15 e^*^WUTV^Tfecfct/iC2-77'>>'i/SS7t«a^S^WbTV^ 

TViTt)cfct/iC 2-6T;U<^r-;i/S. Si^a^W L-TV^T feci; </^C 2-6 — 

-So] 



104 
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(I) 



10 



15 



20 



25 




(I) 



(I) RMS. ^-V'-V^-v^ (^ff, VMS. 



^- s OaNR^ -TS^n-ss. iC-NR^ s O2 -T^^n-ss. ^-N 

R^ CO— T*$n§SSfc«^-NR^ -T^^n-5S2r.a5l$-r^ (iC^^, R 
MS. tKSM^. K^^^WLTl/^T'bcfcl'iC l_6T>'^=^J^S^fc^SB^S^W 
UTViTfectV^C 3-8^1:7 DT;i/^;i/a^.ai*T-5o) ; VMS. Ti^mMT-. 



S^WLTV^Tfe J: ViC 1 _6 T;I/^>>I/^. UT V^T tjcfc C 2 - e 7 

V i T ct 1/ i C 3 _ 8 V D T ; 1/ =1r ; 1/ S . B ^ S ^ W b T V i T - J; V i C 6 - 1 0 T U — 

RMS. 'XT/S, BI^S^WUTViTfe J;t/iC i_eT;i/^=^^'>S. ;^;i/4^^>- 

fiMS^*:LTViTfecfciiG 2-7:^>'i^^^'>;^>'i^^^>'i'SS^cfSiC- c 

ONV^^^V^'2 (^p^^ V^^MS. tK^M^. BMS^WLTViTfecfc(.iCi 

j;Vi 5 1 oM^T^PT u -jum^rz\tmW:&^^ LTv^x^bctv^s — i 



\^p^^s^.^i*-r§ ; v 1 MS. TK^i^i^. mm^^mLx 

LTV^T fed; ViC 2-6 5';!/ Bilft^WL/TV^TtjcfcViC 3 
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10 



15 



20 



25 



T v» ^ ^ W L T T =t c 3 _ 8 ^ D r ;u 3 ^ vS^.-t 




W 




»^WLTViTt)J;t/iC v^j' dt;1'^;1/S, Bi^^^WLTV^T feet v^c j 
^n^n^ii: LT7K^ilT*:^c(igi^s^W LTi/iT feet c i _6 t;u=i^ 



TV^Tfectl/^C2-6T;i/^::i;i/a. g^S ^ W V^T fe cfc i/^ C 3 _ g nT 
TViTfe J;ViC 2-6 7>'l'^— ^I^S, B^S ^^UTi/^T feci; t/iC 2-6 — 
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PCT/JP2006/323881 



10 



15 



20 



25 



^WLTViTfeJ;Vi 3 ~ 1 0 M.4^^mm^Tum^&^M^'r 



(I) 

° (I) 
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wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



MM 




R 



■8 



w 




TViTfecfcViC2-6T>'l^^ — ^'I'S, a^^aSrWLTViTtjctl^iC 3_8 PT 

108 



wo 2007/061130 PCT/JP2006/323881 

Tfcd;ViC 6-1 0 5^ 'J ->'I^S, fi^S^Wl^TV^Tfe J;t/i 5 ~ 1 OM^^^nT U 

-So] 

10 3 ~ 1 OM#^^#]6^^5^nii^S, tK^S, C 1 _6 T;!/^^^^*, T^y 

y - c 1 _ 6 7)V^)V'r ^ y s^ScttA^s^ - c , _ e ^ / *>o^ e>fci:^S¥ 



7 0. R ^T^^y ^^^I/^SfctiiC 



15 




20 7 1. R ^?^>^'y^;i/S^;^c«2 -y h4^'>x^;i/STafe§> gijj^Jl 6 8 (cfEffe® 

^WL'TViTt)J:Vi 3 ~ 1 0fl#^^#i^^^o|g^S^.&5l^-r§ ; V^^Mi, 

109 



wo 2007/061130 



PCT/JP2006/323881 



10 



15 



20 



25 



i^WLTV^Tfecfct/io) T^^n'§)ST$)'5^ It5l<:^6 8 



7 4. R2:0^iC- CONHV" ^ ' (^4^. V^^'^, T^mUl^. C i _ g T;U=^r;Ua 
7 6. Y ^ t)^^ 




7 7. R3 43J:r/R^7j>^^7KSl^^Tfe^. gf^Jge 8 (c|Bi!cCD;^fi. 

7 8. R°7j>^'7KSi^T, c i_6 7;i/^;i/*, C3-8'>^ nT;i/^;i/S^;ttiC6_i 

110 
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6 8 {Ifa®(Z);^r£c 

7 9. R^'p^y^^Jim. x^;i/SSfc«5/^ P t:;i/STfe'5. gf 3}c:^ 6 8 

8 0. — (I) TS^n-s^b-g-if^. hL<\t^(Dmm^&o\zn^^n^m. * 

N- (4 - ( 6 -vTy - 7 - ( 2 H^xX h^x) -4-^/U;i/) 

:t=^^>'- 2 -:7;p::rp :7x— -N' - (4 - :7;i/^p :7x— ;u) '::7Ut. 

N- ( 2 P P- 4 - (( 6 - v7/ - 7 - (( 1 4 - hf^U V 

-4-=^/u>'W) ^^'» yx-;i/) -N' -'>^p:/pe;i/ 

10 'yuy. 

N- (4- ((6->'Ty-7 - (((2R) - 3 - ( vX5^;UT ^ / ) -2 

- h: HP^v^P ejl') -4-^yu;i/) >'xXJI/).-N' 

- (4 -:7;i/:rp:7xx;i/) "^i^y, 

N- (4- ((6-'>Ty-7 - (((2R) - 2- bFP4^->-3 - (1- 

15 t°PU>^y) ypt:;p) - 4 -^y u;u) :t^'>) :7xx;i') -n' 

- (4 -:7;i/^p v'xx;!/) "^^^t, 

4- (3-i7PP-4- (v^:? p yp hf^i/T ^ y ;^j;i/4^x;i/) r^y:7xy 

4- (3-^PP-4- P7°Pk°;i/T^ y ;^;i-4^x;i/) y^yiyxy 
20 - 7- ( 2 -y h^v-x h^i/) - 6 -^y u >;^;i/^=lr-ti-^ H\ 

N 6 -iy^uy'n t:;i/- 4 - (3-^PP-4 - p^p h:J]^y^ y) 

;^;i/4^x;|/) T^y) :7xy^^-» - 7 - ^ h=¥>- - 6 y V >ti JIS^-^ 

N6- ( 2 -y h^F5>X5^;i/) -4- (3-^PP-4- (((5>^pyPt: 

25 )irs.y) 7^y) :7xy + >-) - 7 - y h^'>- 6 -^y u > 

N6- (2 - 7;i/:tPX5^;i/) -4- (3-^PP-4- (((vi^/PyPb: 

;i/T5y) :^;i^7j^x;u) y^y) :7xy + ^» - 7 -y 6 - + y u > 

111 
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5 y^y) yx.y^iy) - 7 - y h^'>- 6 -^y u >;^;i/.-i^^-t>-^ 

N6-x^;i/-4- (3-i^pp-4- (((->^D7'Pb°>'I/75 y) 

r^y) ^'xy^^v) - 7 -p^ h=t^ v- 6 - + y u >;^j;i/3}f^+>-^ F, 

y^-» - 7- (2 -y h^i/x h=^-» - 6 -=^y u >;^/;^7^^=^^1:^5 
10 4- (3-^pp-4- (v^nyDhf;u7^ y;^;i/;}^x;p) r^y^oiy 

^v') - 7- (2 - t HP=t^->x - 6 -=^^y U >;^;l/7}^^+>-5 K, 

4- (3-^pp-4 - (vi^ p:/p tf;i/7^ y ;^f;i/;j^x;u) r^y^'xy 

- 7- ((2S) - 2, 3 ->?.t K P^i>yp,tf;P) :r=t^ V- 6 -=\^y 

15 4- (3-i:7pp-4- (y^;i/r^y:^;P4^x;i/) v^^y^^y^v) - 
.7 -y h^v'- 6 -^y u h\ 

4- (3-^pp-4- (x5^;i/T^ y ;^.;uji^x;i.) T^y^xy^^v) - 
7 -y H + 6 -^y u >;^;i/;i^^-y-a H\ 
N6-yh^s>-4- (3-i:7pp-4- (((x^;u7^y) ;^>'i/7i^x;i/) 
20 r^y) :7a:y + '>) - 7 -y h + v'- 6 -^y u >;^;i/4^^-tf-^ F\ 

4- (3-^PP-4- ('>^7 pyp t°;i/T^ y ;^j;L'/J^x;i/) T5y:7a:y 

- 7- (2 -X h^vx h^v-) - 6 -^y u >;^;i/^=\^+f-5 H\ 

4- (4- ((>^^ pyp e;i/T^ y ) ;/j;i//i^x;i/) r ^ y y :i. y - 

7- ( 2 -y h=!r^>X b^i^) - 6 -^y u >;^;UzH^+l-^ H\ 

25 N- ( 2 - :7;i/^p - 4 - (( 6 -;0;i//^'^:'r 7 - y h + '>- 4 - + y 

-t^^^) :7xx;i/) -n' -->ii7p:/nif;U'j7ixT, 

N6- ( 2 - h; FP^'>X^;i/) -4- (3-^nP-4- ((('>i:7pyp 

tf;i/Tay) ti)Vi!^-)V) T^y) -yxy^^y) - 7 -y h^->- 6 -+y u 
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4- (3-^ap-4 - ( 1 -yp h°;i/T5 y 7 ^ / y J ^ 

- 7 -y h^->- 6 'J >;^;i/:^i^^1t^ H, 
4-(3-i7nD-4 - (c i s-2 - y}V^u- ->^uy°n tf;i/T5 / ;^ 

N6-y5^;i/-4- (3-^nn-4- (((>-i7 n :/p t:;i/T5 y ) 

r^y) :7xy + v) - ?- ( 2 h^'>x -6-4^yu> 

N 6 4 - (3 p P- 4 - (((x5^;i.T^ y ) y 
10 5y) :7.xy^ri» - 7 -p^ 6 -=^ry u >;^»;i/.:^H^+i-5 H, 

4- (3.-^pp-4- ('>^ pypif;i/T^ y ;^?;i/#x;i/) T^y:7a:y 
- 7- (2- (4 y ) xh^^v) - 6 -^y u >;^;i/jj^^+i- 

4- (3-ii7pp-4- (2 -:7;i/:tPX^;i/T5 y ;^;i//}^x;i') T^y:7 
15 xy^v) - 7 -y H=lr'>- 6 -4^y U >:^;i/7i^4^it5 H, 

N6 - ((2R) 5^ h ^ h Hp- 2 - 7^x;uy -4- (3-^pp 

-4- (((y 5^>/i/T^ y ) ti)i^:=-)i) T^y) >'xy^^» -7-yh^'> 

- 6 -^y u >;^;i/ 4^^+1-5 H, . 

20 - 7 -y h4^>^- 6 -^y u >;^;i//j^^-+j-^ h\ 

4 - (3-^pp-4- (((v^ pyp y ) ;^;i/4^'x;i.) T^y) 

:7xy^>') - 7- ((2R) - 2-tHP + >'-3 - (1-ep'ji^y) 7° 

N6-y5^;i/-4- (3-^pp-4- (((y^;L'75y) ;^7;i/5j^x;i/) t 

25 Sy) y:x.J^i^) - 7- ((2R) - 3 - ixX5^;|/ T ^ y - 2 - t F P 4^ v 

N6-y^;u-4- (3-^pp-4- (((X5^;i/T^ y ) ;^;i/4^x;i/) t 
^y) 7xy=^x) - 7- ((2R) - 3 ->?x^;i/T$ y- 2 -b Hp^v 
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7x7^ - 7- ((2R) - 2-tHP^^>-3 - (l-t°n'Ji^ 

N6-y5";i/-4- (.3-^oD-4- (((x^;i/T5y) t 

^y) yju/^z^) - 7- ((2R) - 2-tKn=|r5>-3 - (l-t:DUv 

y) :/n:fi^^v) - 6 -^y u >;^;WJl^^ii-^ h\ 
N6-^^;i/-4- (3-^PP-4- (((7^^;PT^y) T 

^y) 7xy^v) - 7- (( 1 - 4 - tr^u v';!/) p<h^v) -6 

- + y u >;^j;i/3j^^+f-^ 

N 6 4 - (3-^PP-4- (((x^;i/T^y) r 
^y) :7xy=\^'» - 7- (( i - 4 - tf^u ^h^s^) -6 

-^y U >;^;P;l^=!r-tl-5 

N- (4- (6-vTy-7- (2 H^^i^X -4-^y'j;i^) 
:^+>'- 2 -7;i/:tP7xX;i/) -N' - Xi^? p ^ p t°;^>7 U , 

N- (4 - (6 - vTy - 7 - (3 - (4 -t;i/zKu y) yp4^^'» - 4 

- + yu;i/) :t4^>':7xx;i.) -n' - (3- (y ^;|/X>'UaKx;p) ^xx;!/) 

4- (4- ((v^p:7°pb°;u7^y) ;^7;i/^x;i/) r^y^xy^s^) - 

4- (3 - y )\/:tu- 4 - ((2 -y )U^nji^ji7 2. /) :f])],^-)U) y 
^y;7xy^'» - 7- yh + v-6-^yu >;^;i/5j^^if5 H\ 

N6- (2 -X h^r5>X5^;i/) -4- ( 3 - p p - 4 - ( ( ( p< ^;i/T s y ) 

;^;1/4^x;l/) T^y) 7xy^v) - 7 -y h^pi^- 6 - + y u >;^;^4^~=^^-y- 
4- (4- (3 -x^;i/"i7^-r H) - 3 - >';p:tp-:7xy -7-y 
i-^'>+y u >- 6 -;^7;i/3i^=^^v'j T->^y K ( 2 -vTy x5^;i/) t 
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N- (4- (6 - (2 -v-ry X^;i/) ju/^^^e-ov- l - ^ h^z^- 4 - 
^^zy- 2 - y )l^ny jL-jl) -N' ->-^a-fn\^)i^UY 

10 4- (3-^np-4- (x^;i/T^ y 75y:7ai/^'» - 

y ) •yzr.y^iy) - 7 -y h^>^- 6 -+,y u >;^;i/jj^=^+f-^ H\ 
4- (3-i:7PP-4- (y^;i/T5 y r^^yj^/^i^) - 
15 7 -y 6 -^ipy u >;t7;i/4^4^+J-^ K 

N 6 -y h^^v^- 4 - (3-^PP-4- (((X5^;i/T^ y ) t! )V-if-=.)V) 

T^y) ^'xy+v') - 7 -y h^i>- 6 -4^y u >i7;P4^^it^ H 
8 2. (I) T*$n^{b^#), ^L<u^(Dmm^m\zn^^n^m. ^ 

;t«^n^CD^^?p2^:^^ 4- (3-^PP-4- (iy ^ U^nki )UT y tl 

T^y:73zy::^^>') - 7- yh-^'>-6- + y'J >:^>;i/4^4^-tf^ H> 

8 3. (I) T^^ti^it-^m. hiy<n^(DMm^mizt^^:^n^m.. ^ 
;^c(i^ne>(^^^dl?a2^^^, 4- (3_^np-4 - (zy^w^uh^jir^yt) 
;i/#x;i/) T^y:7a:y^5» - 7 -y h^'>- 6 -4^y U >;^7;i'Ji^^+>-^ H 
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8 4. FGFR3 (D^mt)K : 2 tClBUc^n/!: T ^ 7 i^SB^J (C:fe V>T, zi H 

> 248, 249, 370, 37K 373, 380, 384, 391 *3=fc 650 ^ y 

mfi^^mu^n^<>t^< th—D(Dr^ ymy^^ibmor^ /m^cDm^iz^ 

8 5 . FGFR3 cd^MtI^^ S2^iJ#-^ : 2 {iSBm^nrcT 5 7 i?ia^iJ{c43liT, R248C, 
S249C, G370C, S371C, Y373C> G380R, F384L, A391E, K650E, K650M, K650Q 43 

10 8 6. mm-/)^.' ^^^MumcDmrn-c^^. it^^e 8~8 sov^-rn*^— 

15 8 8. '^m-t^:fj^^U • • . 

8 9 . mm'^<D¥G¥U (DmMM. t (4; 14) ^Kmo^^M^tziit FGFR3 
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<220> 

<221> CDS 

<222> (40) . . (2460) 

<400> 1 

cgcgcgctgc ctgaggacgc cgcggccccc gcccccgcc atg ggc gcc cct gcc- 

Met Gly Ala Pro Ala 

■ 1. -5 

tgc gcc etc gcg etc tgc gtg gcc gtg gcc ate gtg gcc ggc gcc tec 
Cys Ala Leu Ala Leu Cys Val Ala Val Ala He Val Ala Gly Ala Ser 

10 15 . 20 

teg gag tec ttg ggg acg gag cag cgc gtc gtg ggg cga gcg gca gaa 
Ser Glu Ser Leu Gly Thr Glu Gin Arg Val Val Gly Arg Ala Ala Glu 
.25 .30 35 

gtc ccg ggc cca gag ccc ggc cag cag gag cag ttg gtc ttc ggc age 
Val Pro Gly Pro Glu Pro Gly Gin Gin Glu Gin Leu Val Phe Gly Ser 
40 45 50 

ggg gat get gtg gag ctg age tgt ccc ccg ccc ggg ggt ggt ccc atg 
Gly Asp Ala Val Glu Leu Ser Cys Pro Pro Pro Gly Gly Gly Pro Met 
55 60 65 

ggg ccc act gtc tgg gtc aag gat ggc aca ggg ctg gtg ccc teg gag 
Gly Pro Thr Val Trp Val Lys Asp Gly Thr Gly Leu Val Pro Ser Glu 
70 75 80 85 

cgt gtc ctg gtg ggg ccc cag egg ctg cag gtg ctg aat gcc tec cac 
Arg Val Leu Val Gly Pro Gin Arg Leu Gin Val Leu Asn Ala Ser His 

90 95 100 

gag gae tec ggg gcc tac age tgc egg cag egg etc acg cag cgc gta 



54 



102 



• 150 



198 



246 



294 



342 



390 
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Glu Asp Ser Gly Ala Tyr Ser Cys Arg Gin Arg Leu Thr Gin Arg Val 

105 110 115 

ctg tgc cac ttc agt gtg egg gtg aca gac get cca tec teg gga gat 

Leu Cys His Phe Ser Val Arg Val Thr Asp Ala Pro Ser Ser Gly Asp 

120 125 130 



438 



gac gaa gac ggg gag gac gag get gag gac aca ggt gtg gac aca ggg 
Asp Glu Asp Gly Glu Asp Glu Ala Glu Asp Thr Gly Val Asp Thr Gly 
135 140 145 



486 



gee cet tac tgg aca. egg cec gag egg atg gac aag aag ctg etg gee 
Ala Pro Tyr Trp Thr Arg Pro Glu Arg Met Asp Lys Lys Leu Leu Ala 
150 155 160 165 



534 



gtg ccg gee gee aac ace gtc ego ttc cgc tgc. cca gee get ggc aac 

Val Pro Ala Ala.Asn Thr Val Arg Phe Arg Cys Pro Ala Ala Gly Asn 

170 175 180 

ccc act ecc tec ate tec tgg ctg aag aac ggc agg gag ttc cgc ggc 

Pro Thr Pro Ser He Ser Trp Leu Lys Asn Gly Arg Glu Phe Arg Gly 
185 . 190 195 

gag cae cgc att gga ggc ate aag etg egg eat eag cag tgg age ctg 

Glu His Arg He Gly Gly. lie Lys Leu Arg His Gin Gin Trp Ser Leu 

200 205 210 



582 



630 



678 



gtc atg gaa age gtg gtg cec teg gac cge ggc aac tac ace tgc gtc 
Val Met Glu Ser Val Val Pro Ser Asp Arg Gly Asn Tyr Thr Cys Val 
215 220 225 



726 



gtg gag aac aag ttt ggc age ate egg cag acg.tac acg ctg gac gtg 
Val Glu Asn Lys Phe Gly Ser He Arg Gin Thr Tyr Thr Leu Asp Val 
230 235 240 245 



774 



ctg gag cgc tec ccg cac egg cec ate ctg cag gcg ggg etg ccg gee 
Leu Glu Arg Ser Pro His Arg Pro He Leu Gin Ala Gly Leu Pro Ala 

250 255 260 



822 



aac eag aeg gcg gtg etg ggc age gac gtg gag ttc cac tgc aag gtg 
Asn Gin Thr Ala Val Leu Gly Ser Asp Val Glu Phe His Cys Lys Val 
265 270 275 



870 



tac agt gac gea eag ecc cac ate eag tgg etc aag eac gtg gag gtg 
Tyr Ser Asp Ala Gin Pro His He Gin Trp Leu Lys His Val Glu Val 
280 285 290 



918 



aac ggc age aag gtg ggc ccg gac ggc aca ccc tac gtt acc gtg etc 
Asn Gly Ser Lys Val Gly Pro Asp Gly Thr Pro Tyr Val Thr Val Leu 
295 300 305 



966 



aag acg 


gcg 


ggc 


get 


aac 


acc 


acc 


gac 


aag 


gag 


eta 


gag 


gtt 


etc 


tec 


Lys Thr 


Ala 


Gly 


Ala 


Asn 


Thr 


Thr 


Asp 


Lys 


Glu 


Leu 


Glu 


Val 


Leu 


Ser 


310 








315 










320 










325 


ttg cac 


aac 


gtc 


acc 


ttt 


gag 


gac 


gcc 


ggg 


gag 


tac 


acc 


tgc 


ctg 


gcg 


Leu His 


Asn 


Val 


Thr 


Phe 


Glu 


Asp 


Ala 


Gly 


Glu 


Tyr 


Thr 


Cys 


Leu 


Ala 








330 










335 










340 





1014 



1062 
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ggc aat 'tct att ggg ttt tct cat cac tct gcg.tgg ctg gtg gtg ctg 
Gly Asn Ser He Gly Phe Ser His His Ser Ala Trp Leu Val Val Leu 
345 350 355 



1110 



cca gcc gag gag gag ctg gtg gag get gac gag gcg ggc agt gtg tat 

Pro Ala.Glu Glu Glu Leu Val Glu Ala Asp Glu Ala Gly Ser Val Tyr 
360 365 370 

gca ggc ate etc age tac ggg gtg ggc tte ttc ctg ttc ate ctg gtg 

Ala Gly He Leu Ser Tyr Gly Val Gly Phe Phe Leu Phe He Leu Val 
375 380 385 



1158 



1206 



gtg gcg get gtg acg etc tgc cgc.ctg cgc age cec ecc aag aaa ggc 
Val Ala Ala Val Thr Leu Cys Arg Leu Arg Ser Pro Pro Lys Lys Gly 
390 395 400 405 



1254 



ctg ggc tec ccc ace gtg cac aag ate tec cgc ttc ccg etc aag ega 
Leu Gly Ser Pro Thr Val His Lys He Ser Arg Phe Pro Leu Lys Arg 

410 415 420 



1302 



eag gtg tec ctg gag tec aac gcg tee atg age tec aac aca cea ctg 
Gin Val Ser Leu Glu Ser Asn Ala Ser Met Ser Ser Asn Thr Pro Leu 
. 425 430 435 



1350 



gtg cgc ate gca agg ctg tec tea ggg gag ggc cec acg ctg gee aat 
Val Arg He Ala Arg Leu Ser Ser Gly Glu Gly Pro Thr Leu Ala Asn 
440 ■ 445 450 



1398 



gtc tec gag etc gag ctg cot gcc gac ccc aaa tgg gag ctg tct egg 
Val Ser Glu Leu Glu Leu Pro Ala Asp Pro Lys Trp Glu Leu Ser Arg 
455 460 465 



1446 



gcc egg ctg ace ctg ggc aag ccc ett ggg gag ggc tgc ttc ggc eag 

Ala Arg Leu Thr Leu Gly Lys Pro Leu Gly Glu Gly Cys Phe Gly Gin 
470 475 480 , 485 

gtg gtc atg gcg gag gcc ate ggc att gac aag gac egg gee gee aag 

Val Val Met Ala Glu Ala He Gly He Asp Lys Asp Arg Ala Ala Lys 

490 . 495 500 

cet gtc ace gta gee gtg aag atg ctg aaa gac gat gee act gac aag 

Pro Val Thr Val Ala Val Lys Met Leu Lys Asp Asp Ala Thr Asp Lys 

505 510 515 



1494 



1542 



1590 



gac ctg teg gac ctg gtg tct gag atg gag atg atg aag atg ate ggg 
Asp Leu Ser Asp Leu Val Ser Glu Met Glu Met Met Lys Met He Gly 
520 525 530 



1638 



aaa cac aaa aac ate ate aac ctg ctg ggc gee tgc acg eag ggc ggg 

Lys His Lys Asn He He Asn Leu Leu Gly Ala Cys Thr Gin Gly Gly 

535 540 545 

cec ctg tac gtg ctg gtg gag tac gcg gee aag ggt aac ctg egg gag 

Pro Leu Tyr Val Leu Val Glu Tyr Ala Ala Lys Gly Asn Leu Arg Glu 
550 555 560 565 



1686 



1734 



ttt ctg egg gcg egg egg ccc ccg ggc ctg gac tac tec ttc gac ace 



1782 
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Phe Leu Arg Ala Arg Arg Pro Pro Gly Leu Asp Tyr Ser Phe Asp Thr 

570 575 580 

tgc aag ccg ccc gag gag cag etc acc ttc aag gac ctg gtg tec tgt 

Cys Lys Pro Pro Glu Glu Glri Leu Thr Phe Lys Asp Leu Val Ser Cys 
585 590 595 



1830 



gcc tac cag gtg gcc egg ggc atg gag tac ttg gee tec cag aag tgc 
Ala Tyr Gin Val Ala Arg Gly Met Glu Tyr Leu Ala Ser Gin Lys Cys 
600 605 610 

ate cac agg gac ctg get gcc cgc aat gtg ctg gtg acc gag gac aac 
He His Arg Asp Leu Ala Ala Arg Asn Val' Leu Val Thr Glu Asp Asn 
615 620 625 



1878 



1926 



gtg atg aag ate gca gac ttc ggg ctg gcc egg gac gtg cac aac etc 
Val Met Lys He Ala Asp Phe Gly Leu Ala Arg Asp Val His Asn Leu 
630 635 640 645 



1974 



gac tac tac aag aag aca acc aac ggc egg ctg ccc gtg aag tgg atg 
Asp Tyr Tyr Lys Lys Thr Thr Asr Gly Arg Leu Pro Val Lys Trp Met 

650 655 660- 



2022 



gcg cct gag gcc ttg ttt gac cga gtc tac act cac cag agt gac gtc 

Ala Pro Glu Ala Leu Phe Asp Arg Val Tyr Thr His Gin Ser Asp Val 
665 670 675 

tgg tec ttt ggg gtc ctg etc tgg gag ate ttc acg ctg ggg ggc tec 

Trp Ser Phe Gly Val Leu -Leu Trp Glu He Phe Thr Leu Gly Gly Ser 

680 685 690 



2070 



2118 



ccg tac ccc ggc ate cct gtg gag gag etc ttc. aag ctg ctg aag gag 
Pro Tyr Pro Gly He Pro Val Glu Glu Leu Phe Lys Leu Leu Lys Glu 
695 .700 705 



2166 



ggc cac cgc atg gac aag ccc gcc aac tgc aca cac gac ctg tac atg 
Gly His Arg Met Asp Lys Pro Ala Asn Cys Thr His Asp Leu Tyr Met 
710 715 720 725 



2214 



ate atg egg gag tgc tgg cat gcc gcg ccc tec cag agg ccc acc ttc 
He Met Arg Glu Cys Trp His Ala Ala Pro Ser Gin Arg Pro Thr Phe 

730 735 740 

aag cag ctg gtg gag gac ctg gac cgt gtc ctt acc gtg acg tec acc 
Lys Gin Leu Val Glu Asp Leu Asp Arg Val Leu Thr Val Thr Ser Thr 
745 750 755 



2262 



2310 



gac gag tac ctg gac ctg teg gcg cct ttc gag cag tac tec ccg ggt 
Asp Glu Tyr Leu Asp Leu Ser Ala Pro Phe Glu Gin Tyr Ser Pro Gly 
760 765 770 



2358 



ggc cag gac acc ccc age tec age tec tea ggg gac gac tec gtg ttt 
Gly Gin Asp Thr Pro Ser Ser Ser Ser Ser Gly Asp Asp Ser Val Phe 
775 780 785 



2406 



gcc cac gac ctg ctg ccc ccg gcc cca ccc age agt ggg ggc teg egg 
Ala His Asp Leu Leu Pro Pro Ala Pro Pro Ser Ser Gly Gly Ser Arg 
790 795 800 805 



2454 
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acg tga agggccactg gtccccaaca atgtgagggg tccctagcag ccctccctgc 2510 
Thr 

tgctggtgca cagccactcc ccggcatgag actcagtgca gatggagaga cagctacaca 2570 

gagctttggt ctgtgtgtgt gtgtgtgcgt gtgtgtgtgt gtgtgcacat ccgcgtgtgc 2630 

ctgtgtgcgt gcgcatcttg cctccaggtg cagaggtacc ctgggtgtcc ccgctgctgt 2690 

gcaacggtct cctgactggt gctgcagcac cgaggggcct ttgttctggg gggacccagt 2750 

gcagaatgta agtgggccca cccggtggga ccccgtgggg cagggagctg ggcccgacat 2810 

ggctcggccf ctgcctttgc accacgggac atcacagggt gcgctcggcc cctcccacac 2870 

ccaaagctga gcctgcaggg aagccccaca tgtccagcac cttgtgcctg gggtgttagt 2930 

ggcaccgcct ccccacctcc aggctttccc acttcccacc ctgcccctca gagactgaaa 2990 

ttacgggtac ctgaagatgg gagcctttac cttttatgca aaaggtttat tccggaaact 3050 

agtgtacatt tctataaata gatgctgtgt atatggtata tatacatata tatatataac 3110 

atatatggaa gaggaaaagg ctggtacaac ggaggcctgc gaccctgggg gcacaggagg 3170 

caggcatggc cctgggcggg gcgtgggggg gcgtggaggg aggccccagg ggtctcaccc 3230 

atgcaagcag aggaccaggg ctttttctgg caccgcagtt ttgttttaaa actggacctg 3290 

tatatttgta aagctattta tgggcccctg gcactcttgt tcccacaccc caacacttcc 3350 

agcatttagc tggccacatg gcggagagtt ttaattttta acttattgac aaccgagaag 3410 

gtttatcccg ccgatagagg gacggccaag aatgtacgtc cagcctgccc cggagctgga 3470 

.ggatcccctc caagcctaaa aggttgttaa tagttggagg tgattccagt gaagatattt 3530 

tatttgcttt .gtcctttttc aggagaatta gatttctata ggattt.ttct ttaggagatt 3590 

tattttttgg acttcaaagc aagctggtat tttcatacaa attcttctaa ttgctgtgtg 3650 

tcccaggcag ggagacggtt tccagggagg ggccggccct gtgtgcaggt tccgatgtta 3710 

ttagatgtta caagtttata tatatctata tatataattt attgagtttt tacaagatgt 3770 

atttgttgta gacttaacac ttcttacgca atgcttctag agttttatag cctggactgc 3830 

tacctttcaa agcttggagg gaagccgtga attcagttgg ttcgttctgt actgttactg 3890 

ggccctgagt ctgggcagct gtcccUgct tgcctgcagg gccatggctc agggtggtct 3950 

cttcttgggg cccagtgcat ggtggccaga ggtgtcaccc aaaccggcag gtgcgatttt 4010 

gttaacccag cgacgaactt tccgaaaaat aaagacacct ggttgctaac ctgaaaaaaa 4070 

aaaaaaaaaa aaaaaaaaaa aaa 4093 
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<210> 2 

<211> 806 

<212> PRT 

<213> Homo sapiens 

<400> 2 . . 

Met Gly Ala Pro Ala Cys Ala Leu Ala Leu Cys Val Ala Val Ala He 
15 10 15 



Val Ala Gly Ala Ser Ser Glu Ser Leu Gly Thr Glu Gin Arg Val Val 
20 25 30 



Gly Arg Ala Ala Glu Val Pro Gly Pro Glu Pro Gly Gin Gin Glu Gin 
35 . 40 45 



Leu Val Phe Gly Ser Gly Asp Ala Val Glu Leu Ser Cys Pro Pro Pro 
50 55 60 . 



Gly Gly Gly Pro Met Gly Pro Thr Val Trp Val Lys Asp Gly Thr Gly 
65 70 75 ■ 80 



Leu Val Pro Ser Glu Arg Val Leu Val Gly Pro Gin Arg Leu Gin Val 

85 90 95 



Leu Asn Ala Ser His Glu Asp Ser Gly Ala Tyr Ser Cys Arg Gin Arg 
100 105 110 . 



Leu Thr Gin Arg Val Leu Cys His Phe Ser Val Arg Val Thr Asp Ala 
115 120 125 



Pro Ser Ser Gly Asp Asp Glu Asp Gly Glu Asp Glu Ala Glu Asp Thr 
130 135 140 



Gly Val Asp Thr Gly Ala Pro Tyr Trp Thr Arg Pro Glu Arg Met Asp 
145 150 155 160 



Lys Lys Leu Leu Ala Val Pro Ala Ala Asn Thr Val Arg Phe Arg Cys 

165 170 175 



Pro Ala Ala Gly Asn Pro Thr Pro Ser He Ser Trp Leu Lys Asn Gly 
180 185 190 



Arg Glu Phe Arg Gly Glu His Arg He Gly Gly He Lys Leu Arg His 
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195 . 200 205 



Gin Gin Trp Ser Leu Val Met Glu Ser Val Val Pro Ser Asp Arg Gly 
210 215 220 ■ 



Asn Tyr Thr Cys Val Val Glu Asn Lys Phe Gly Ser He Arg Gin Thr 
225 230 235 240 



Tyr Thr Leu Asp Val Leu Glu Arg Ser Pro His Arg Pro lie Leu Gin 

245 250' 255 



Ala Gly Leu Pro Ala Asn Gin Thr Ala Val Leu Gly Ser Asp Val Glu 
260 265 270 



Phe His Cys Lys Val Tyr Ser Asp Ala Gin Pro His He Gin Trp Leu 
275 280 ■ 285 



Lys His Val Glu Val Asn Gly Ser Lys Val Gly Pro Asp Gly Thr Pro 
290 295 300 



Tyr Val Thr Val Leu Lys Thr Ala Gly Ala Asn Thr Thr Asp Lys Glu 
305 310 315 320 



Leu Glu Val Leu Ser Leu His Asn Val Thr Phe Glu Asp Ala Gly Glu 

325 .330 ' 335 



Tyr Thr Cys Leu Ala Gly Asn Ser He Gly Phe Ser His His Ser Ala 
340 345 350 



Trp Leu Val Val Leu Pro Ala Glu Glu Glu Leu Val Glu Ala Asp Glu 
355 360 365 



Ala Gly Ser Val Tyr Ala Gly He Leu Ser Tyr Gly Val Gly Phe Phe 
370 375 380 



Leu Phe He Leu Val Val Ala Ala Val Thr Leu Cys Arg Leu Arg Ser 
385 390 395 400 



Pro Pro Lys Lys Gly Leu Gly Ser Pro Thr Val His Lys He Ser Arg 

405 410 415 



Phe Pro Leu Lys Arg Gin Val Ser Leu Glu Ser Asn Ala Ser Met Ser 
420 425 430 



7/13 



wo 2007/061130 



PCT/JP2006/323881 



Ser Asn Thr Pro Leu Val Arg He Ala Arg Leu Ser Ser Gly Glu Gly 
435 .440 445 



Pro Thr Leu Ala Asn Val Ser Glu Leu Glu Leu Pro Ala Asp Pro Lys 
450.. 455 460 



Trp Glu Leu Ser Arg Ala Arg Leu Thr Leu Gly Lys Pro Leu Gly Glu 
465 470 475 480 



Gly Cys Phe Gly Gin Val Val Met Ala Glu Ala He Gly lie Asp Lys 

485 490 495 



Asp Arg Ala Ala Lys Pro Val Thr Val Ala Val Lys Met Leu Lys Asp 
. 500 505 510 . 



Asp Ala Thr Asp Lys Asp Leu Ser Asp Leu Val Ser Glu Met Glu Met 
515 520 525 



Met Lys Met He Gly Lys His Lys Asn He He Asn Leu Leu Gl,y Ala 
530 535 540 ■ 



Cys Thr Gin Gly Gly Pro Leu Tyr Val Leu Val Glu Tyr Ala Ala Lys 
545 550 555 560 



Gly Asn Leu Arg Glu Phe Leu Arg Ala Arg Arg Pro Pro Gly Leu Asp 

565 570 575 



Tyr Ser Phe Asp Thr Cys Lys Pro Pro Glu Glu Gin Leu Thr Phe Lys 
580 585 590 



Asp Leu Val Ser Cys Ala Tyr Gin Val Ala Arg Gly Met Glu Tyr Leu 
595 600 605 



Ala Ser Gin Lys Cys He His Arg Asp Leu Ala Ala Arg Asn Val Leu 
610 615 620 



Val Thr Glu Asp Asn Val Met Lys lie Ala Asp Phe Gly Leu Ala Arg 
625 630 635 640 



Asp Val His Asn Leu Asp Tyr Tyr Lys Lys Thr Thr Asn Gly Arg Leu 

645 650 655 



Pro Val Lys Trp Met Ala Pro Glu Ala Leu Phe Asp Arg Val Tyr Thr 
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670 



His Gin Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu He Phe 
675 680 685 



Thr Leu Gly Gly Ser Pro Tyr Pro Gly He Pro Val Glu Glu Leu Phe 
690 695 700 



Lys Leu Leu Lys Glu Gly His Arg Met Asp Lys Pro Ala Asn Cys Thr 
705 710 715 720 



His Asp Leu Tyr Met He Met Arg Glu Cys Trp His Ala Ala Pro Ser 

725 ■ 730 735 



Gin Arg Pro Thr Phe Lys Gin Leu Val Glu Asp Leu Asp Arg Val Leu 
740 745 750 



Thr Val Thr Ser Thr Asp Glu Tyr Leu Asp Leu Ser Ala Pro Phe Glu 
755 760 765 



Gin Tyr Ser Pro Gly Gly Gin Asp Thr Pro Ser Ser Ser Ser Ser Gly 
770 775 780 



Asp Asp Ser Val Phe Ala His Asp Leu Leu Pro Pro Ala Pro Pro Ser 
785 790 795 ' 800 



Ser Gly Gly Ser Arg Thr 

805 



<210> 3 . 

<211> 784 ■ . ■ 

<212> PRT 

<213> Homo sapiens 

<400> . 3 

Glu Ser Leu Gly Thr Glu Gin Arg Val Val Gly Arg Ala Ala Glu Val 
15 10 15 



Pro Gly Pro Glu Pro Gly Gin Gin Glu Gin Leu Val Phe Gly Ser Gly 
20 25 30 



Asp Ala Val Glu Leu Ser Cys Pro Pro Pro Gly Gly Gly Pro Met Gly 
35 40 45 
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Pro Thr Val Trp Val Lys Asp Gly Thr Gly Leu Val Pro Ser Glu Arg 
50 ' 55 60 



Val Leu Val Gly Pro Gin Arg Leu Gin Val Leu Asn Ala Ser His Glu 
65 70 75 80 



Asp Ser Gly Ala Tyr Ser Cys Arg Gin Arg Leu Thr Gin Arg Val Leu 

85 90 95 



Cys His Phe Ser Val Arg Val Thr Asp Ala Pro Ser Ser Gly Asp Asp 
100 105 110 



Glu Asp Gly Glu Asp Glu Ala Glu Asp Thr Gly Val Asp Thr Gly Ala 
115 120 125 



Pro Tyr Trp Thr Arg Pro Glu Arg Met Asp Lys Lys Leu Leu Ala Val 
130 135 140 



Pro Ala Ala Asn Thr Val Arg Phe Arg Cys Pro Ala Ala Gly Asn Pro 
145 150 155 160 



Thr Pro Ser He Ser Trp Leu Lys Asn Gly Arg Glu Phe Arg Gly Glu 

165 170 . 175 



His Arg He Gly Gly He Lys Leu Arg His Gin Gin Trp Ser Leu Val 
180 185 190 



Met Glu Ser Val Val Pro Ser Asp Arg Gly Asn Tyr Thr Cys Val Val 
195 200 205 



Glu Asn Lys Phe Gly Ser He Arg Gin Thr Tyr Thr Leu Asp Val Leu 
210 215 220 



Glu Arg Ser Pro His Arg Pro He Leu Gin Ala Gly Leu Pro Ala Asn 
225 230 235 240 



Gin Thr Ala Val Leu Gly Ser Asp Val Glu Phe His Cys Lys Val Tyr 

245 250 255 



Ser Asp Ala Gin Pro His He Gin Trp Leu Lys His Val Glu Val Asn 
260 265 270 



Gly Ser Lys Val Gly Pro Asp Gly Thr Pro Tyr Val Thr Val Leu Lys 
275 280 285 
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Thr Ala Gly Ala Asn Thr Thr Asp Lys Glu Leu Glu Val Leu Ser Leu 
290 295 300 



His Asn Val Thr Phe Glu Asp Ala Gly Glu Tyr Thr Cys Leu Ala Gly 
305 310 315 320 



Asn Ser He Gly Phe Ser His His Ser Ala Trp Leu Val Val Leu Pro 

325 330 335 



Ala Glu Glu Glu Leu Val Glu Ala Asp Glu Ala Gly Ser Val Tyr Ala 
340 345 350 



Gly lie Leu Ser Tyr Gly Val Gly Phe Phe Leu Phe He Leu Val Val 
355 360 365 



Ala Ala Val Thr Leu Cys Arg Leu Arg Ser. Pro Pro Lys Lys Gly Leu 
370 375 380 



Gly Ser Pro Thr Val His Lys He Ser Arg Phe Pro Leu Lys Arg Gin 
385 ■ 390 395 400 



Val Ser Leu Glu Ser Asn Ala Ser Met Ser Ser Asn Thr Pro Leu Val 

405 410 415 



Arg He Ala Arg Leu Ser Ser Gly Glu Gly Pro Thr Leu Ala Asn Val 
420 425 430 



Ser Glu Leu Glu Leu Pro Ala Asp Pro Lys Trp Glu Leu Ser Arg Ala 
. 43.5 440 445 



Arg Leu Thr Leu Gly Lys Pro Leu Gly Glu Gly Cys Phe Gly Gin Val 
450 455 460 



Val Met Ala Glu Ala He Gly He Asp Lys Asp Arg Ala Ala Lys Pro 
465 470 475 480 



Val Thr Val Ala Val Lys Met Leu Lys Asp Asp Ala Thr Asp Lys Asp 

485 490 495 



Leu Ser Asp Leu Val Ser Glu Met Glu Met Met Lys Met He Gly Lys 
500 505 510 
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His Lys Asn lie He Asn Leu Leu Gly Ala Cys Thr Gin Gly Gly Pro 
515 520 525 



Leu Tyr Val Leu Val Glu Tyr Ala Ala Lys Gly Asn Leu Arg Glu Phe 
530 535 540 



Leu Arg Ala Arg Arg Pro Pro Gly Leu Asp Tyr Ser Phe Asp Thr Cys 
545 550 555 560 



Lys Pro Pro Glu Glu Gin Leu Thr Phe Lys Asp Leu Val Ser Cys Ala 

565 570 575 



Tyr Gin Val Ala Arg Gly Met Glu Tyr Leu Ala Ser Gin Lys Cys He 
580 585 590 



His Arg Asp Leu Ala Ala Arg Asn Val Leu Val Thr Glu Asp Asn Val 
595. 600. 605 



Met Lys He Ala Asp Phe Gly Leu Ala Arg Asp Val His Asn Leu Asp 
. 610 615 620 



Tyr Tyr Lys Lys Thr Thr Asn Gly Arg Leu Pro Val Lys Trp Met Ala 
625 630 635 640 



Pro Glu Ala Leu Phe Asp Arg Val Tyr Thr His Gin Ser Asp Val Trp 

64"5 650 655 



Ser Phe Gly Val Leu Leu Trp Glu He Phe Thr Leu Gly Gly Ser Pro 
660 665 670 



Tyr Pro Gly He Pro Val Glu Glu Leu Phe Lys Leu Leu Lys Glu Gly 
675 680 685 



His Arg Met Asp Lys Pro Ala Asn Cys Thr His Asp Leu Tyr Met He 
690 695 700 



Met Arg Glu Cys Trp His Ala Ala Pro Ser Gin Arg Pro Thr Phe Lys 
705 710 715 720 



Gin Leu Val Glu Asp Leu Asp Arg Val Leu Thr Val Thr Ser Thr Asp 

725 730 735 



Glu Tyr Leu Asp Leu Ser Ala Pro Phe Glu Gin Tyr Ser Pro Gly Gly 
740 745 750 
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Gin Asp.Thr Pro Ser Ser Ser Ser Ser Gly Asp Asp'Ser Val Phe Ala 
755 760 765 



His Asp Leu Leu Pro Pro Ala Pro Pro Ser Ser Gly Gly Ser Arg Thr 
770 • 775 780. 
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